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THE ART OF DERMATOLOGY* 


BY 


R. M. B. MacKENNA, M.D., F.R.C.P. 
Physician-in-Charge, Skin Department, St. Bartholomew's Hospital, London 


Often, I suggest, it is more difficult in clinical medicine 

to practise an art than to pursue the principles of a 
’ science ; for the practice of an art demands a quick- 
ness of perception, a rapid collection and sorting of a 
series of impressions, and the exercise of intuition, as 
well as the exploitation of such skill as one may possess 
in obtaining a history, in making a diagnosis, ‘and 
in prescribing treatment. Admittedly in diagnosis 
and in treatment some element of science may be 
involved, but in the latter—in treatment—the art is 
at least as important as the science of the business. In 
dermatology, as in other branches of medicine, we use 
several highly scientific procedures: these include diag- 
nosis by microscopy, the use of alpha particles derived 
from thorium x, the epilation of hair with x rays, the 
treatment of certain dermatoses with Grenz rays, and 
the destruction of basal- and squamous-cell carcinomata 
by x rays, gamma rays, and even by beta rays derived 
from radioactive isotopes. 

In practice, therefore, the successful dermatologist 
must know hew to utilize the gifts which the scientists 
have brought him ; but it is the application of his art 
that I am concerned with here: I have been led to do 
this by the reflection that science is taught, but we. learn 
our art by experience, refine it by practice, and seldom 
attempt to put our knowledge into words. We hope 
that our pupils learn something of what we have to 
teach in this matter by watching and hearing us as we 
work in our clinics, but we know that until they shoulder 
the responsibilities of taking their own clinics or of 
carrying their own practices they will not know much 
of the art of which I write. 


A Twofold Purpose 

The purpose of the art of dermatology is twofold. 
Firstly, to assist the clinician to an understanding of 
the aetiology of the patient’s malady, and, secondly, to 
ensure the maximum efficiency in treatment. These two 
aspects are not only complementary ; to some degree 
they overlap. It is widely recognized in dermatology, 
and is beginning to be recognized in other branches of 
medicine, that many maladies do not suddenly develop 
in apocalyptic fashion ; some do (cutaneous anthrax, for 
example), but in many there are a long series of events 
which culminate in the eruption. 
. Modern research has indicated that even furunculosis 

and impetigo contagiosa are not likely to develop unless 
there is a preceding breakdown in the mechanism of 
self-disinfection of the skin ; acne vulgaris may well be 
associated with some metabolic fault in relation to 
androgen and oestrogen metabolism, but diet and 
environmental factors play their part; nummular 


*Read at the Joint Annual Meeting of the British Medical 
Association, Canadian Medical Association, and Ontario Medical 
Association, Toronto, 1955. 





eczema, pompholyx, the sudden efflorescence of psoriasis, 
and perhaps also lichen planus may all have—as pre- 
cipitating agents—factors of emotional stress. It thus 
becomes obvious that when one is confronted with a 
patient who exhibits a skin eruption one must very 
rapidly discover not only the simpler aetiological factors 
mentioned in all the textbooks but discover also as 
many of the more recondite factors as is possible ; 
although these recondite factors are of importance in 
planning the first attack on the malady, their assessment 
is even more important when one looks to the future 
and endeavours to give the patient such advice as will 
prevent a recurrence of the disorder. 

The treatment of chronic furunculosis in a patient 
who has no constitutional disease such as diabetes or 
nephritis may be taken as an example to illustrate what 
I mean. Most of us found in the early days of penicillin 
treatment how easy it was to rid the patient of a crop 
of boils. “ There,” we said, after he had sustained a few 
injections and the boils had subsided, “ There—you're 
cured now!” But all too often that patient was back in 
our rooms a fortnight later with another crop of the 
lesions. _We had removed the first crop with penicillin 
but had not taken any steps to rectify the lowered 
mechanisms of cutaneous self-disinfection whose failure 
was the primary cause of the furunculosis. A few 
words of advice concerning a reduction of his carbo- 
hydrate intake (particularly the intake of sugar in tea), 
a series of ultra-violet ray treatments, or a little sun- 
bathing and sea-bathing would have done much to pre- 
vent a relapse—but we failed to foresee the future and 
to give him that advice. 

That is a very simple example of a failure to exploit 
the art of dermatology. The exploitation of this art 
may be much more complicated, as the following re- 
marks may indicate. . 


Inferential Knowledge of the Patient 


One can know a good deal about one’s patients before one 
sets eyes on them. Here is a letter from my friend 
Dr. Smith: he wants to refer Mr. A because of pruritus ani. 
Mr. A, he says, has seen a proctologist and has had his 
haemorrhoids cured and skin tags removed ; x-ray treatment 
was given in the past; a ringworm infection was once sus- 
pected, but antifungal remedies failed to give relief; the 
pruritus continues, and Mr. A is getting quite desperate. 
Dr. Smith is a busy man, and he is writing to a skin specialist. 
As is proper, he has not prejudiced me in any way, and I 
may well find some skin condition that is responsible for 
the itching; but as I read his letter and dictate a suitable 
reply I think it is probable that this is but another case of 
idiopathic pruritus ani, and if I am correct in this supposi- 
tion Mr. A is likely to be a hypochondriac in whom the 
pruritus is only one phase of a syndrome which has troubled 
him for a good many years, and will give a history of having 
in past years sought relief for such symptoms as indigestion, 
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feelings of fullness after meals, various odd abdominal pains, 
constipatian, a feeling of incomplete emptying of the lower 
bowel when at stool, and perhaps also some associated 
disturbance in regard to sexual function. The hypochondria 
is the real malady which demands treatment, and as it may 
shade into schizophrenia the treatment may well be difficult. 
The question of course is, Should he be submitted to derma- 
tological treatment at all, and how best can he be transferred 
to the psychiatrist, in whose domain his case really lies ? 

Then there is a letter about Mr. B. I learn that he has 
had duodenal episodes in the past : recently he has developed 
a neurodermatitis, and the duodenal symptoms have been 
in abeyance. He is likely to present a problem. Evidently 
he has two organs of stress—his duodenum and his skin. 
If one cures his skin eruption and if his background of 
stress is not relieved, what chances are there of further 
duodenal symptoms developing: which will be the best 
thing for him—to let him suffer with his skin, or to run the 
risk, by curing his skin, of precipitating a much more dan- 
gerous condition, to wit, a recurrence of duodenitis ? 

One’s secretary reports difficulties about Mr. C and Mrs. 
D. Mr. C is a very busy man; there has had to be a bit 
of juggling before the hour when he can come is adjusted 
to the vacant times the secretary has to offer. He did not 
telephone himself ; his secretary fixed the appointment. At 
once one knows two things: Mr. C’s malady is not yet in- 
capacitating (it may in fact be trivial, for Mr. C may have 
learned the wisdom of getting advice as soon as he notices 
the least abnormality in his health); but, more important, 
Mr. C probably lives an ordered life in which time is a vital 
factor, and any such life—as we all know, for time is master 
of our own lives—is a life lived under stress. Mr. C will 
not want a doctor who vacillates : he prefers a general prac- 
titioner who has the courage to say, “I don’t know about 
these symptoms: you had better see someone who does”; 
and Mr. C’s prompt reply is not, “‘ Whom do you suggest ? ” 
but, “ Who’s the best man?” When we are young men, 
not many of us see Mr. C as a patient: it is only when we 
are more established that Mr. C will bring his troubles to 
us. And when he comes he will require kindly but firm 
handling, and, the most difficult of all things, prognosis 
which is accurate in its estimate of the time involved for 
his cure. He greatly prefers a statement such as, “ Wind up 
your engagements during the next week: then you will be 
in a nursing-home for two weeks and after that will require 
two weeks’ convalescence”; a vacillating policy based on 
the “you try this and wait and see” type of procedure 
will not give him confidence. The easiest way of handling 
Mr. C is to remember that he is a mirror image of oneself : 
he is a busy man with many commitments; acts of God 
he will accept, but he is not going to stand either incom- 
petence or an insufficient appreciation of the value of time. 
One has to be on one’s mettle with Mr. C. His dermato- 
logical problem may be one of many things: the betting is 
slightly in favour-of his malady being a nummular eczema, 
but it may well be some other disease—an early rodent 
ulcer, for example. 

Mrs. D is an entirely different problem. She has a few 
spots on her face which keep coming and going ; her beauty 
specialist has tried a lot of things without success; she 
cannot come on Friday or Monday, as she will be in the 
country, nor on Tuesday or Wednesday because of social 
engagements, but Thursday might be possible. Probably 
she has a variety of acne: she will carry out only such 
treatment as does not interfere with her cosmetic routine, 
her social engagements, or her dietetic preferences. Mrs. D 
as a patient is likely to be an unsatisfactory problem, and 
probably has a greater nuisance value to dermatologists 
than to specialists in other branches of medicine. 


Technique of Consultation 
From all this you will appreciate that one’s service to the 
individuals concerned has commenced before one sets eyes 
on them. When they do arrive there is much in the tech- 
nique of the consultation—be that consultation either in the 


office or in hospital—which could be discussed, but time 
does not permit. In my opinion many patients, wholly or 
partially undressed, lying on a couch, dealing with a map 
whom they do not know, feel defenceless and very much 
at a disadvantage. You may have experienced this defence- 
lessness yourself ; I am sure that the correct thing to do js 
to keep the patient on the couch only for as short a time 
as possible, and that, whilst he is there, questions should 
be kept to a minimum ; anything that does not require an 
immediate answer should be left until later. There is one 
exception to this. In some cases one is confronted with a 
patient whose aggression is all too obvious: he hates the 
world in general, and probably—poor devil—himself too, 
For the time being the dermatologist is the focal point of 
his hostility. If courtesy, obvious interest in his case, and 
similar manceuvres have little effect and he remains un- 
co-operative, get him _unclothed and on the couch as soon 
as possible ; the alternative is to get him out of the room 
as soon as you can, in which case you will have skimped 
attention to the details of his case and you will have suc- 
ceeded only in confirming his belief that doctors are in- 
attentive, slapdash, uncooperative, and interested only in 
getting the maximum fee for the minimum of work. He 
cannot maintain this belief if he is slowly examined from 
top to toe, on a couch, showered with questions when there, 
and, while still there, slowly instructed in the details of his 
treatment. 


Difficulties in Examination 


Of the difficulties which may confront you when you 
examine the patient I shall give only two examples. The 
first may be presented in the form of a question: What do 
you do when confronted with an eruption which you believe 
is self-inflicted ? Oddly enough, for these patients deserve 
sympathy, some clinicians become angry when faced with a 
flat denial by the patient that she (for it is often a woman) 
has been applying an escharotic to her skin. That method 
not only does not help, it may do a great deal of harm. 
One must remember that in most cases the patient's rela- 
tives will be most unwilling to accept a diagnosis of self- 
inflicted eruption, and any carelessly made revelation of 
your diagnosis is likely to be met with a degree of hostility 
which will surprise you. It is worth remembering that, 
whilst hysterics may do themselves a good deal of damage 
on anaesthetic areas, neurotic individuals dislike pain and 
do not indulge in the more dramatic self-inflicted rashes ; 
as I. Macalpine (1955, personal communication) has pointed 
out, severe trauma points more to insanity than to neurosis 
or hysteria. 

My view is that the first thing to do, before disclosing 
the diagnosis to relations, is to obtain a confession from 
the patient ; the best approach for this is to get her alone 
and to say, “ You must have been, and you must be, very 
unhappy.” That simple approach may lead to tears, and 
s'owly to a confession. If the patient says, “I’m not un- 
happy—why should you think I am?” the answer is, “I 
have never known this rash occur in people who were not 
unhappy or who did not have grave anxieties.” If you 
reach an impasse—and you may well do so—what is impor- 
tant is that when the patient leaves she should realize very 
clearly, firstly, that you have met a good many cases of this 
type before, and, secondly, that you know the cause of the 
trouble, although you have not actually accused her. Both 
points are important: she has hoaxed her family, and it is 
quite a severe shock to find that you are not so easily mis- 
led. The very fear that you may “call her bluff ” may make 
her desist, particularly if she is only a victim of a mild 
degree of neurosis or hysteria. One has not got to say 
much: “I think you know about this trouble,” one says, 
“and I know about it too”; then you give her a face- 
saving chance. “Here,” you say, “is a prescription for 4 
lotion: I think this will do the trick.” Do not say, “I think 
this will cure you”: that statement would put her on her 
mettle to defeat you; “do the trick” is much more enig- 
matic, and is calculated to reinforce what has gone before. 
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Lastly, in many of these cases—if the patients are young 
and much at the mercy of the parents—it is often better not 
to give them away to their relations. The latter will never 
forget, and for years may persecute their child for a minor 
lapse for which, in truth, they may be responsible. In many 
cases, if the patient does well after one or two consultations, 
nothing is to be gained by giving her away, and your reti- 
cence may well add to the happiness of all concerned. 

The second difficulty to which I wish briefly to refer is 
the litigiously minded patient. Such an individual will not 
disclose that he is weighing your lightest word in the hope 
that you will say something which will give grist to his 
solicitor. The mere use of the word “dermatitis” instead 
of “eczema” may involve you in telephone conversations 
(all carefuly recorded on a tape machine) or in correspon- 
dence which you may find unwelcome. For to many the 
word “ dermatitis ”” means something preventable for which 
someone else—employer, hairdresser, or clothing salesman 
—is responsible. I am often quite disturbed by the scanty 
evidence on which, according to the patient, her practitioner 
has reached the conclusion that some eruption is due to 
detergents, Cosmetics, or other factors. If one feels that 
the patient has just grounds for believing that he or she 
has a legal case, then I suppose it is ethically one’s duty 
either to give one’s support or else to say from the outset, 
“I am not prepared to undertake medico-legal work: if 
you want support in this matter you must see someone 
else.” 

In dealing with this type of individual, however rushed 
you are, see that your notes are impeccable (you may have to 
produce them), and at the outset take the line: “I can give 
you only an opinion now. If you are taking this matter 
further we may need chemical analyses of the suspected 
agent, patch-tests and similar investigations, and when I am 
noting your history you must be extremely accurate in re- 
gard to your past medical history and the dates of the events 
which you consider led to the present attack.” 

When dealing with a patient whose veracity is a little 
suspect, and who is likely to omit from his history details 
which he thinks might make you waver in your support, 
it is sometimes useful to give a little jerk to the reins in 
the following way. One of your first questions will have 
been, ““ Have you ever had a rash before?” To which the 
answer is usually a firm, “ No, doctor.” ‘No impetigo or 
acne when you were a boy ?” you ask—not that these points 
are very relevant to the present case, but they indicate 
that you are alert. “No, doctor,” he replies. Later, if 
matters are getting out of hand, you can fairly safely go 
back to this question. “Look,” you say, “you said you 
never had a rash before—have you never had measles or 
chicken-pox ?” When, as usually happens, he admits he has, 
and protests vigorously that this is not relevant, you can 
nevertheless more easily, and without provoking him too 
much, check the points in his later history which you think 
are suspect. 


The Art of Treatment 


There is, of course, a very great art in prescribing treat- 
ment: the obvious point is that everything must be 
explained clearly and satisfactorily, and in terms comprehen- 
sible to the patient. Sometimes one is caught out by a 
well-dressed, carefully mannered woman who appears to be 
self-assured and of average ability: in actual fact she may 
have a surprisingly low intelligence and, instead of being 
addressed as an adult, requires the type of explanation one 
reserves usually for a child of 12. Often it is surprisingly 
difficult to recognize this type of individual, whose intel- 
lectual deficiencies are covered by the poise acquired by 
years of careful schooling. 

In dermatology, more than in any other branch of medi- 
cine, the success or failure of treatment—and the success or 
failure of the dermatologist—is in the hands of the patient ; 
one is to a surprising degree at the mercy of his incom- 
petence. It seems so easy to apply an ointment, a lotion, 
a cream, or a paste that one takes it for granted that any 


patient can do it; a single dressing done by the physician 
or by a trained nurse to show the patient how to do the 
job may make all the difference between a rapid or a pro- 
tracted cure. Every year, in every country, because we do 
not realize this, gallons of lotion and hundredweights of 
ointment and paste are wasted. 

Now, before prescribing treatment one should attempt to 
assess, firstly, the intelligence of the patient, and, secondly, 
whether he is a markedly obsessional or an averagely con- 
scientious or a slapdash type of individual. The markedly 
obsessional individual is the one who produces a pencil and 
a notebook as soon as we reach this stage of the consulta- 
tion. He jots down a précis of everything one says, and even 
makes notes on the prescription slip when he takes it from 
you. In:telling him what to do one has to remember that 
he will overdo everything, and probably keep his eruption 
going by his endeavours. If one says, “Clean off the last 
application of ointment with oil before applying the next 
layer of ointment,” you can be sure that he will traumatize 
his skin vigorously each time he changes the dressing, by 
conscientiously scrubbing away with a swab soaked in oil 
to remove every particle of zinc before he gets on to the 
new application of ointment. If you say, “Soak the hand 
for a short time in the solution of potassium permanganate,” 
he will soak it for a minimum of ten minutes on each 
occasion. With him, directions must cover in detail every 
aspect of the treatment. The worst time I experienced with 
one of these individuals was when I discovered that, owing 
to my inexperience in giving directions, he was dabbing 
calamine lotion on to his eczema, letting it dry, then rubbing 
the resulting powder into his skin. The slapdash individual 
requires some overemphasis in the details of treatment, but 
make it as easy for him as you can: remember that he will 
not co-operate fully if the treatment prescribed is too 
onerous. 


Acne Vulgaris 


It is a common mistake, when dealing with adolescents 
suffering from acne vulgaris, to overburden them with too 
much advice. Put yourself in the place of a boy or girl of 
16 suffering from this malady. At that age it is sufficiently 
devastating to find that chocolate, cocoa, and ice-cream are 
forbidden, without also having to carry away a long diet 
sheet which will take half an hour to memorize and which 
seems to cut out half the pleasures of life, such as bacon, 
ham, cheese, anything really tasty that can be concocted in 
a frying-pan, and all the “ grub” which fills you up when 
you are hungry: such as waffles and maple syrup, suet 
pudding, and steak-and-kidney pie. Then, as though this is 
not enough, there are all sorts of directions about sham- 
pooing the hair and rubbing in a pomade; a series of 
different lotions and pastes to apply to different areas ; and 
injunctions about squeezing out blackheads—a process 
which, says our teenager, always hurts like hell, although 
the old geezer (that’s you, doctor) actually said it does not 
if it is done properly. It is probable, in a case dealt with 
in this fashion, that the unfortunate patient’s co-operation, 
which is vital, has been lost and treatment is likely to be a 
failure. It is much better, I suggest, to remember that very 
many quite severe cases of acne vulgaris can be cured by a 
minimum of carbohydrate restriction, a complete removal 
of chocolate, cocoa, and cocoa-like drinks from the diet, and 
the use each night of a paste containing resorcin 6%, sul- 
phur 6%, and zinc oxide 35%, in an emulgent base. Every 
morning the paste can be washed off, and no treatment need 
be applied during the day, In addition, once every five days 
such blackheads as can be squeezed out easily should be 
neatly removed. 

Acne vulgaris is so often badly handled that it may be 
worth while emphasizing the art of its handling. The 
m«lady is essentially one in which the free flow of oil from 
the sebaceous glands is prevented by the formation of black- 
heads. Primarily, treatment is a matter of promoting the 
normal drainage of these glands on to the surface of the 
skin; a carrying out of a normal surgical principle. Yet 
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there are practitioners who tell their patients: “ Don’t 
Squeeze out blackheads: don’t prick pustules.” The rule 
should be, ““ Don’t squeeze blackheads too often—once every 
five days is enough; don’t bruise the skin when doing it. 
Prick pustules with a clean needle as soon as a yellow head 
is seen, and when you use the needle insert it transversely 
into the yellow mass, holding the needle parallel with the 
skin so that you can't prick deeply. Then swab away the 
pus with a swab soaked in spirit and don’t smear the pus 
over the adjacent skin.” (In parenthesis—if the patient has 
cysts, these should be left to the dermatologist.) 

Now, the paste is going to dry the skin and make it un- 
comfortable. In fact, when dealing with blond types 
it is as well to reduce the amount of sulphur and resorcin 
by 2% im each case. The patient should. be told that when 
the skin gets a little sore he can use cold cream for a night 
or two instead of the paste until he is is comfortable, and 
then continue with the paste. 

That is all he need be told to do at the first consultation ; 
when you see him in two to three weeks’ time you can assess 
his progress and intensify treatment as necessary. By then 
there should be sufficient improvement to encourage the 
patient to pay attention to what you have to say. But if 
there isn’t any improvement, and you find the patient. has 
not co-operated in your treatment, remember it is as much 
your fault as his: you have failed to win his co-operation. 


Psoriasis 


Psoriasis is another malady that often is badly handled. 
There is nowadays a popular medical heresy to the effect 
that there is no need to go to bed unless one has a tem- 
perature ; consequently, in psoriasis, and also in eczema, the 
amount of ointment which is wasted and the amount of 
clothing which is spoiled is appalling. In both these maladizs 
the precipitating factor is often emotional, and often if one 
is certain that emotional stress is the precipitating factor 
the efflorescence of the eruption can be checked and the 
lesions made to recede by an enforced rest in bed under 
fairly heavy sedation—for example, sodium amytal, 3 gr. 
(0.2 g.) six-hourly. Similarly in already well-developed 
psoriasis, the exploitation of the Goeckerman regime, either 
in a full or in a modified form, offers to the majority of 
cases the hope of a rapid relief of symptoms. This regime 
may be carried out in general practice without too much 
difficulty, yet I know of few general practices in which it is 
used as a routine measure. There is one old belief in regard 
to psoriasis which is now largely forgotten, yet it probably 
is correct in many cases: this is that one should urge the 
patient to persevere with treatment until he is spotless, 
because relapses may occur more readily if a few lesions in 
areas difficult of approach—for example, in the scalp— 
remain. 

General Principles 


There are many other matters which could come within 
my purview, and I can deal with only a few of them. 

As a generalization I would say that I am not unduly 
enamoured of emulgent bases for ointments and pastes. 
They are useful for acne, and for providing vehicles which 
can be easily washed out of the hair, but their injudicious 
use may complicate treatment. Soft paraffin and lanolin 
bases are more predictable in their effects. Similarly for 
many cases, particularly eczema, vegetable oils, liquid 
paraffin, and even well-boiled milk are preferable to 
quaternary ammonium compounds for cleaning the skin. 
There are very few patients who react adversely to these, 
whereas the injudicious use of quaternary ammonium com- 
-pounds for the cleansing of an area of eczema may merely 
induce another sensitization. 

One should make the treatment of exposed areas, par- 
ticularly the face, as pleasant as possible: skin patients are 
often depressed, and to give them something which is dis- 
figuring, such as crystal violet solutions, to paint on their 
faces only adds to their burden. 


The old golden rule in prescribing “ lotions for acute cop- 
ditions, creams and pastes for subacute ones, and ointments 
only for chronic maladies ” still holds good as a generaliza- 
tion, although there are more exceptions to the rule noyw- 
adays (the use of chlortetracycline ointment in acute impetigo 
contagiosa, for example) than there used to be. 

Finally, | am reminded by my last remark that one should 
always consider carefully whether it is not better to use old 
remedies than to fly to the antibiotics. So far as can be 
foreseen, in another fifteen years’ time, when all staphylo- 
cocci are resistant to all antibiotics, we will return to 
potassium permanganate, perchloride of mercury, and the 
old antiseptics. I hope that we will not have forgotten 
that sulphur (which is an unusual drug, its reactions on the 
skin being very different from its actions in vitro) has been 
used for generations for the cure of staphylococcal skin 
infections, and staphylococci have not yet acquired an 
immunity to it. 

I will say no more about this matter of the art of derma- 
tology, for I have said enough to indicate that it embraces 
a very wide field. Essentially it is a personal matter, and 
many—with great cleverness—have absorbed all the know- 
ledge in the books and yet know little of the art! To know 
a little of it is to know a little of medical wisdom—and 
wisdom, I need scarcely remind you, is quite different from 
cleverness. , 

Conclusions 


I would like to end my remarks with a paradox. You 
have, I hope, accepted the differentiation I have used be- 
tween the science and the art of dermatology as though they 
were entirely different factors of our practical work. Never- 
theless semantically they should not be divided: the art of 
medicine is but one aspect of the science of medicine ; for 
the word science is derived from the Latin scire, to learn or 
to know, and in its proper sense is synonymous with learn- 
ing and knowledge in all their aspects ; but throughout this 
present century, in general usage, a more restricted meaning 
has been adopted which differentiates “ science” from other 
branches of accurate knowledge. This observation was made 
by W. C. D. Whetham (1911) forty-four years ago, and his 
use of the phrase “accurate knowledge” is worth empha- 
sizing ; for it is only a modern heresy whereby some men 
believe that what is not scientific cannot be accurate ; and 
that, I hope, is a comforting thought to leave with you— 
a group of men and women, many of whom spend their 
lives away from laboratories and remote from teaching 
hospitals, but who strive through many difficulties to 
prosecute in all its aspects the science of many branches 


of medicine. 
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The Ophthalmic Hospital of the Order of St. John, 
Jerusalem, had a difficult year in 1954. The recently pub- 
lished report of the hospital committee records that both 
the warden and the matron were ill, and a nursing sister 
had to return to England because of an injury. Neverthe- 
less, 31,238 new patients attended during the year, an increase 
of over a thousand above the total for 1953. 2,567 opera- 
tions were performed, with no loss of sight from sepsis. 
Mr. Frank Law, who visited the hospital during the year, 


operated on several patients, gave guidance on clinical prob- © 


lems, and inspected prospective sites for a new hospital. 
The long hot summer resulted in a high incidence of acute 
inflammatory disease, and work in the out-patient department 
was made heavy by epidemic acute ophthalmia of infancy 
and childhood. The condition of most of the cataract 
patients continued to be distressing, and nearly every eye 
operated on at the hospital was infected with trachoma. 
The United Nations Welfare and Relief Agency, for whom 
the hospital trained twelve orderlies, has continued to 


supply drugs and dressings. 
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Arthur Whitfield was a great man; and he began to 
practise dermatology in London in the days of the giants 
—days when Colcott Fox taught him much, when 
Pringle was a gay expert in dermatology and sartorial 
perfection, when Radcliffe Crocker published his un- 
rivalled textbook on diseases of the skin. He must have 
met and probably argued with Jonathan Hutchinson. 
He enlarged his experience of dermatology and derma- 
tologists by travelling to, and often staying to study in, 
the clinics famous at that time in Germany, Austria, 
and France. He knew and learned from their great 
dermatologists ; and in turn the great ones from all over 
the world came to see him and share their experience. 
Most of these, of course, he long survived, for it was not 
until 1947 that he was lost to us. One who had, it seems 
to me, much in common with him, thought like him, 
and was his friend, has died only this year and left a gap 
that cannot be filled; I speak, you must know.,. of 
Dr. H. W. Barber, who, in his knowledge both of derma- 
tology and of the good things of life, was very like 
Dr. Whitfield ; we mourn their loss but’can be glad of 
the broad traditions that such as these have left us. But, 
as well as broad traditions of thought and practice, they 
have left behind particular and more especial notions of 
treatment which often seem good to those who learn 
them and who still use them. Sometimes these notions 
are well known to a wide circle, sometimes they remain 
unbroadcast. Every skin department has its ideas carried 
on from each senior to his junior, and every skin depart- 
ment worth its salt thinks its own ideas are the best. I 
was lucky enough to look after a few of Whitfield’s in- 
patients when I was a house-physician, but most of what 
I have learned of his ways has been passed on to me, 
sometimes modified a little, by my senior colleague at 
King’s College Hospital, Dr. Sydney Thomson, in whose 
debt because of this—and for many other reasons—I 
shall always be. 


Some of Whitfield’s Wrinkles 


Many of you will know of Whitfield only because he had 
an ointment. Many men have their names irrevocably 
attached to syndromes—and the purists often disapprove of 
this, although I must say I enjoy the synopsis of medical 
history it provides. It might well be said that what the 
patient wants first is treatment and only secondly a diag- 
nosis. Therefore there is much honour and glory in having 
your name attached to an ointment—an honour that few 
apart from Lassar and Whitfield have achieved. It is an 
interesting dermatological exercise to think of othef 
examples ; it would make a good subject for an after-dinner 
quiz. To me it is an interesting fact that after some 50 years 
it is very doubtful whether in practice there is any fungi- 
cidal preparation better than Whitfield’s ointment. People 
have modified it from time to time, perhaps changing the 
base, perhaps adding something like undecylenic acid, of 
which the best to be said is that at least it does no harm— 
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but I have a feeling, sentimental if you like, that the 
original formula takes some beating ; and here it is : 

25 gr. (1.6 g.) (5%) 

1S gr. (1 g.) (3%) 

120 minims (7.1 ml.) (25%) 
to 1 oz. (28 ml.) 


Benzoic acid .. “a oe 
Salicylic acid 
Soft paraffin 
Coconut oil .. ee oe 


But treatment of a fungus infection is not simply a matter 
of a pot of Whitfield’s ointment. Diagnosis comes first. As 
Whitfield said : “ The ideal treatment of any skin disease 
should, of course, be based on an accurate knowledge of 
its aetiology and the possibility of removing the cause. Un- 
fortunately, however, there are many cases in which our 
knowledge is not sufficiently advanced to enable us to deal 
with them in this rational manner.” Fungicidal preparations 
are often fierce, and I must stress the need of being happy 
about the diagnosis before starting treatment with them. 
Every skin lesion on the feet, for instance, is not due to a 
fungus infection. How often dermatologists see things 
such as contact dermatitis of this area, simply sweaty and 
macerated feet, true eczemas, psoriasis, and the rest distorted 
and exacerbated by the latest fungicide. 


Fungus Infections of the Feet 


Whitfield was one of the first to divide fungus infections 
of the feet into three groups, one, two, or all of which may 
be present in the same patient. Firstly, the interdigital ; 
secondly, the infection of the instep ; and, thirdly, that hyper- 
keratotic form which may be diffuse over the soles or local- 
ized, particularly to the heels in middle-aged women, and 
which is difficult to differentiate among other things from 
psoriasis, from eczema, and from the callous skin of an 
overworked or architecturally inadequate foot. 

Whitfield knew of the difficulties of treating ringworm of 
the feet, especially of the toes, “ when the thick horny layer 
between and beneath them renders it almost impossible to 
get the parasiticide in contact with the fungus.” He therefore 
produced a lotion for the purpose of stripping the horny 


layer and exposing the fungus. This is : 
Benzoic acid .. = - 180 minims (10.7 ml.) (5%) 
Salicylic acid - - 120 » 7.1 mi.) GH) 


Acetone - om a 2 oz. (57 ml.) (25%) 
Spirit. vin. methylat. industr. to 8 oz. (230 ml.) 


This is used, after trimming away all flaps of frayed skin 
and removing roofs of any vesicles and pustules, as a wet 
dressing four times a day. Strips of gauze soaked in the 
lotion are put between the infected toes. These dressings 
are continued for a week, and it is an exceptionally hard 
horny layer which can withstand this keratolytic onslaught. 
Thereafter the ointment is rubbed into the affected areas 
twice a day until clinical cure seems to have happened, and 
for yet four more weeks after this. Even that is not the 
end : for two years a simple foot-dusting powder such as 
the compound powder of salicylic acid is regularly used. 
There are many proprietary powders which will serve the 
same purpose. Whitfield always stressed the need for atten- 
tion to the details of treatment. 

There is much to be said for washing the feet carefully 
with soap and water before each treatment, drying 
thoroughly with a soft towel, and rubbing away debris and 
fragments of dead skin. The towel obviously is kept for 
this purpose only, and it must regularly be boiled. Cotton 
undersocks should be worn and boiled after each day’s use. 
At night cotton socks should be worn. Footwear can be 
infected by a fungus; perhaps it is not too obsessional to 
suggest that it should be washed well with 10% formalin 
and allowed to dry for 24 hours. Separate bath mats for 
foot-fungus victims give some confidence to other members 
of the family. 1 believe that if all these things are done, 
cases of athlete’s foot mostly get weil. But cold weather 
and the retreat of the fungus intc invisible winter quarters 
often lulls into false security : in the spring the fungus, like 
Caesar’s legions, becomes active again, no less formidable, 
no less infuriating. The battle must be steadfastly and 
boringly carried on if cure is to be achieved. Whitfield, it 
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is interesting to note, had some difficulty in collecting a 
series of these cases nearly 50 years age. By 1921 he was 
writing at greater length in his textbook on this condition : 
“Since the war, it has become really common.” What 
would he have said now when fungus infections are so pre- 
valent that, whatever the skin condition, almost the first 
thing we consider is a fungus infection? Many dermato- 
logists at necropsy will be found to have the words Tricho- 
phyton rubrum written on their hearts. 

The famous ointment, of course, is valuable for treating 
ringworm elsewhere in the body, but even Whitfield had 
no certain cure for that condition we do not wish on our 
worst enemies, ringworm of the nails. 


Treatment of Psoriasis 


Psoriasis, to quote the master, “is a disease with regard 
to which we may say that we have a strong influence over 
the eruption at any given time but none over the ultimate 
course.” Local treatment is of great importance, and, 
generally speaking, the less elegant—or can I say the 
muckier—the local application the better the results. The 
cnrysarobin of Whitfield’s day has given place to its close 
relation dithranol, which is surely the most efficacious thing 
to use on psoriasis. Half per cent. dithranol in Lassar’s 
paste, as recommended by Dr. Ingram, of Leeds, is, as 
the history books and the “bookies” say, a good thing. 
But do not put it on the head and neck, and never on 
angry psoriasis. Combined with tar in a daily bath and 
with sunlight treatment—the Ingram drill—it is highly 
successful. 

However harmless to the body general psoriasis may be, 
there is no doubt that patients afflicted by the disease suffer 
much and miserably froni self-consciousness of their condi- 
tion. They know only too well that conspicuous lesions 
lead their neighbours to think that they have some awful 
contagion. It is a pity that we have not yet educated people 
to know that scarcely any skin condition is contagious and 
that scarcely any skin condition is due to diet or lack of 
cleanliness. Psoriasis, fortunately, usually spares the face 
and hands, but on the scalp it is all too common. I think 
it unusual for psoriasis of the scalp not to respond to the 
following regime. On two nights a week the dilute oint- 
ment of mercury nitrate is rubbed. well into the affected 
parts of the scalp. Mercury, indeed, is one of the things 
most efficient against psoriasis. On the following morning 
the unpleasant ointment is removed with a simple shampoo. 
On the other nights and each morning some of this cream 
is applied: 

60 minims (3.6 ml.) 
10 gr. (0.65 g.) 
to 1 oz. (31 g.) 


Liquor carbonis detergens .. 
Salicylic acid 
Emulsifying base 

If and when the lesions on the scalp are controlled, the 
mercury ointment can be dropped. 

Internal treatment plays a part, too, in the control of 
psoriasis. Whitfield liked arsenic, especially for those whose 
psoriasis began in childhood. Nowadays we regard this 
drug as dangerous, and rightly so ; hands ruined by arsenical 
hyperkeratoses are no pleasant testament to therapy. There- 
fore it must be used with discretion. It will sometimes work 
the oracle in difficult psoriasis when other things, even the 
most up-to-date steroids, have failed. Small doses, say 
3 minims (0.18 ml.), of Fowler’s solution, given never longer 
than for six weeks, can be tried. If a consultant is to be 
defined as one who can always suggest to a baffled colleague 
yet a new line of treatment, then sodium iodide is another 
remedy for psoriasis to be kept up the consulting sleeve. 
_ nave a feeling that it is of value in the arthropathic type 
of psoriasis. 

This brings me to the question of focal sepsis. Whitfield 
recognized, as we all do, that generalized, blood-spread, 
guttate pattern of psoriasis common particularly in children 
10 days after tonsillitis. Something reaches and damages 
the skin, psoriasis appearing at the site of the trauma. 


—— 


Whitfield grew up in dermatology at a time when focaj 
sepsis was as fashionable as an operation for that new 
disease appendicitis, and it was almost a routine to remove 
the colon to free a patient from harmful toxins. Whitfield 
thought that something absorbed from organisms in the gut 
could damage the skin in the same way as something from 
dirty tonsils. He described a little-known condition called 
by him dermatitis colonica, in which there is always a 
marked excess of the Streptococcus faecalis in the stools, 
I have no doubt this entity exists ; indeed, I have seen it, 
Inevitably, therefore, he used to treat psoriasis—particularly 
if it began after puberty—with intestinal antiseptics such 
as creosote, dimol, and kerol. Nowadays one of the 
insoluble sulphonamides is worth a place in the team. 

Finally, what about psoriasis when the first attack is after 
the menopause ? Many of these patients have a raised 
serum cholesterol; I am not suggesting that there is any 
clinical evidence of myxoedema, but the response to thyroid 
is very often quite remarkable. I do not think one should 
be too hesitant about the dosage. I commonly start with 
1 gr. (65 mg.) twice a day: some physicianly colleagues 
disapprove, but I have seen no trouble from this source. It 
seems to me to be especially helpful in cases of psoriasis 
affecting the ano-genital area, in which site the proper diag- 
nosis can be elusive. Of course, there is a fanciful modern 
modification of this, which is the giving of heparin because 
of its effects on lipids. In moderate dosage, and in my 
hands, heparin proved quite useless. This line of thought 
may perhaps result in something emerging which will help 
at least some psoriatics. 


Warts 


I hope I will not be thought a little childish if I refer to 
two methods of treating warts. Warts vulgar, warts plane, 
warts plantar, warts filiform, warts in their thousands, warts 
fighting a lone battle—these invade our skin clinics in 
battalions. Their very numbers make it impossible for us 
to shoot them all down by mechanical means ; we start with 
gentler methods of persuading them to disappear, with the 
patient doing the work. Remember always that you must 
be firm and confident with warts, looking them straight in 
the eye and telling them they must go. Without such cer- 
tainty of success, any treatment will fail; even with it, 
failure may sometimes occur, but this fact must be kept 
from the wart and from the patient. For plantar warts we 
mostly use 3% formalin according to the treatment scheme 
devised by Dr. Sydney Thomson. A small bottle, the mouth 
of which is just bigger than the wart, containing a little 3% 
formalin, is held upside down over the wart for 10 minutes, 
night and’ morning; not 9 minutes, not 11 minutes, the 
patient is firmly told. Before each application, debris and 
callus are to be removed if the best results are to be 
obtained. In three to four weeks success is common. 
Multiple warts can be treated by simply resting the. affected 
part or parts of the sole for 10 minutes in formalin in a 
suitable flat container; some of the cases treated this way 
will get very dry and cracking skins, which brings the treat- 
ment to a premature end. For small flat warts, where very 
numerous, as often seen in children, this old lotion of Whit- 
field’s works like a charm—perhaps as a charm: 


Mercury biniodide .. 2 gr. (0.13 g.) 
Salicylic acid 60 minims (3.6 ml.) 


70% Spirit to 1 oz. (28 mi.) 


Yabbed on every two hours and left to dry. As Whitfield 
said, it is a most valuable method, and it is quite free from 
risk—which is something that cannot be said for all our 
treatments. Whitfield’s ointment used under strapping and 
applied once a day will on occasion remove the single wart. 
One final Whitfield tip about warts: freezing with carbon 
dioxide snow is more efficient if the wart is first soaked in 
water for a few minutes. Water creeping into the inter- 
stices of the wart not only macerates the horn but, being 
itself quickly frozen by the snow, carries the freezing effect 
deep and very rapidly into the wart. 





za ojo fF © oO Ff | Ss HF hh 








ofl — § 


- 


eon“ Ss - © Eke ee 


= Ss FF = ££ ee Oe ee ee SO OU CO 


Oe Ee SS SS 


FF ae ae eS. a eS 


sS— oS e 6S 


Sr 2 


Aua. 20, 1955 


WHITFIELD TRADITION OF THERAPY 


455 


BRITISH 
MEDICAL JOURNAL 





—_— 


The Problem of Pruritus Ani 


Some would have us think that the problem of pruritus 
ani is a thing of the past: either the psychiatrist or hydro- 
cortisone will solve the difficulties. Both of these modern 
wonders may, however, fail ; in which case I have seen this 
old-fashioned drill succeed. Soap and water are kept off 
the itching area, which is cleansed twice a day with some- 
thing inert like nut oil, except after defaecation, when 
cotton-wool and normal saline are used. Twice a day 2 
camphor and 1% phenol in a zinc cream is applied. Some- 
times a little menthol is added. Whitfield, indeed, liked 
camphor, and he devised a zinc and ichthyol cream which 
differs from most others in containing camphor. It is a 
wonderful preparation, and this is it: 


Wool fat 60 minims (3.6 ml.) 
Ichthyol 20 gr. (1.3 g.) 
Camphor 10 gr. (0.65 g.) 
Olive oil 4 oz. (14 ml.) 
Zinc oxide 4 oz. (15.5 g.) 


Solution of lime 180 minims (10.7 ml.) 


A friend of mine, who from time to time advises a well- 
known firm on dermatological matters, has persuaded them 
to put it on the market, and I gather that it is proving a 
great success. This cream, of course without the ichthyol 
and the camphor, makes a nice, cooling zinc cream. 

Dermatology, like the world, is divided into two spheres 
of activity, the east and the west. That is to say, some 
clean with soap and water, the rest have an Eastern devo- 
tion to oil. On evolutionary grounds, we were surely not 
meant to put plain water on our skins. Think how people 
rush to the seaside and even into the isotonic sea ; it must 
be the call in the blood of fishy forebears. The effect of 
simple water is always to cause oedema and maceration of 
the epidermis, espegially if it is denuded. The effects, too, 
of its alkalinity are harmful. 

There are therefore few skin diseases which are not 
helped by banning soap and water. The alternatives are 
several—normal saline, nut oil, olive oil, or liquid paraffin. 
Whitfield liked the first of these. A useful extension of 
the same principle is the use of 1/2,000 mercury perchloride 
made up in a normal saline in both acute and chronic 
sepsis—particularly the latter. Ulcers on the legs, for 
instance, do extremely well on this lotion even in com- 
parison with the exciting new remedies whose effects so 
often are but transiently brilliant. 


Conclusion 

These things you may think naive, old-fashioned, and 
outmoded. You may prefer to believe all that you read 
on the attractive and colourful literature and blotting-paper 
which clatters through the letter-box with all the numbing 
effect of machine-gun fire. The hypnotic and incessant 
suggestions of advertisers, whether they have something 
good to sell or not, the clamour of patients half but 
excitedly educated in medicine by the latest digest, lead us 
only too easily to neglect the old and get on with the new. 
As the cynic has said, there are two sorts of general practi- 
tioner—the first sort knows no dermatology and regrets it, 
the second knows no dermatology and boasts about it. 
Often, indeed, the only dermatological literature the student 
or practitioner ever reads is what he receives free from 
the advertisers. I would urge him to think on these things 
and consider some of the simple remedies. In Whitfield’s 
hands they worked ; he prescribed them with dignity, with 
authority, and with confidence, understanding the whole 
patient and his disease. These qualities all can strive to 
acquire ; add to them a knowledge of a few simple remedies 
and what they can do, and an awareness that blondes are 
dangerous, and you will succeed in treating skin diseases 
as well as, if not quite with the happy self-confidence of, 
an old general practitioner friend of mine who says he can 
diagnose no skin disease but can treat them all. 


TREATMENT OF BLOOD DISORDERS 
WITH A.C.T.H. AND CORTISONE 


THIRD REPORT TO THE MEDICAL RESEARCH 
COUNCIL BY THE PANEL* ON THE 
HAEMATOLOGICAL APPLICATIONS OF A.C.T.H. 
AND CORTISONE 


In two previous-reports (M.R.C. Haematology Panel’s 
Report, 1952, 1953) experience in using A.C.T.H. 
(corticotrophin) and cortisone in a variety of haemato- 
logical conditions was described. It was found that 
favourable responses, including complete remissions, 
were obtained in a high proportion of patients with 
acquired haemolytic anaemia and idiopathic thrombo- 
cytopenic purpura, but that in other haematological con- 
ditions results were less favourable. It was also noted 
that the good effects of treatment were usually temporary 
and could be maintained only by continued administra- 
tion of the hormones. 

The present report describes two further years’ work 
and summarizes the Panel’s experience of the use of 
A.C.T.H. and cortisone in haematological conditions.f 
It includes some details of the results of maintenance 
therapy and a discussion of the value of hormones in 
the treatment of acute leukaemia. 


Dosage 

As a result of previous experience, dosage tended to be 
higher in 1953-4 than in 1951-2, and most patients received 
at least 200 mg. of cortisone a day in their initial course 
of treatment. Cortisone tablets for oral administration 
became available towards the end of 1951, and from that 
time onwards the proportion of patients treated with corti- 
sone rather than A.C.T.H. steadily increased. 


Results 


As in the previous reports, responses have been divided 
into “complete ” and “ partial,” a complete response being 
defined as one in which the clinical condition and the blood 
findings returned approximately to normal and a partial 
response as one in which the improvement was of less extent. 


Haemolytic Anaemia 
Twenty-eight further cases of acquired haemolytic anaemia 
were treated. Since the results were similar to those obtained 
previously, the Panel’s total experience has been pooled and 
is summarized in Table I. A partial or complete response 
was obtained in 39 out of 48 cases (81%). When a favour- 
able response occurred this was always apparent within two 


TaBLe I.—Responses to Administration of A.C.T.H. or Cortisone 
in Patients with Acquired Haemolytic Anaemia 

















Response 
Year Total 
Nil Partial | Complete 
1951 10* 2 x 
1952 10 2 3 5 
1953-4 | 28 5 15 | 8 
48 9 39 








* One case originally included in the 1951 report has been omitted as the 
disease now appears to be congenital rather than acquired. 





*Members of the Panel: Professor L. J. Witts (chairman), Dr. 
C. J. C. Britton, Professor L. S. P. Davidson, Professor L. J. 
Davis, Professor Haddow, Sir Lionel Whitby, Dr. J. F. 
Wilkinson, Dr. P. L. Mollison fae 

tMost of the patients were treated by members of the Panel 
or their staffs; however, some of the gs oe to in this 
report were treated by Drs. J. V. Dacie, J. P. Edgcumbe 
= i. G. Galton, J. D. Nabarro, R. B. AR, and W. 

alker. 
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TaBLe I1.—Details of Eight Patients with Acquired Haemolytic Anaemia Treated Continuously with Cortisone for Six 
Months or more. 















| Dosage on which | Before Treatment 











After Treatment 
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the previous series, a few patients failed to respond even 
to large doses of hormones. For example, in the present 
series, two patients received 300 to 400 mg. of cortisone for 
between 10 and 12 days without showing any favourable 
response. Of the 15 patients whose response was only 
partial, five received as much as 300 mg. or more of corti- 
sone a day for 11 to 30 days. 

However, it must be admitted that the results might have 
been slightly better if large doses had been used for all 
patients. Three patients who are reported as failing to 
respond received between 100 mg. of cortisone a day for 
21 days and 200 mg. a day for 11 days, and might have 
done better with larger doses. Similarly, of 15 patients 
whose response was judged to be partial, only five received 
as much as 300 mg. of cortisone a day. Of the eight patients 
whose response was judged to be complete, three received as 
much as 300 mg. of cortisone a day and three more received 
200 mg. a day ; one received 75 mg. A.C.T.H. a day for 40 
days. 

Eight patients were given continuous treatment with cor- 
tisone for at least six months, and some details of these are 
given in Table II. Note that their requirements of cortisone 
varied from 50 to 200 mg. a day. In all these patients a 
relapse could be induced promptly by stopping cortisone or 
reducing the dosage. In seven of these patients no apparent 
toxic effects attributable to cortisone treatment were 
observed ; in the eighth patient a gastric ulcer developed. 

Since acquired haemolytic anaemia is a comparatively 
rare disease, the opportunity has been taken of analysing 
some features of the cases included in the Panel’s reports. 
Figures relating to the age and sex of the patients are shown 
in Table III. Over two-thirds of the patients were women 
and almost half the patients (22 out of ~ were over the 
age of 55 years. 

































Taste Ill.—Analysis by Sex and Age of all Cases of Acquired 
Haemolytic Anaemia Treated by the Panel 



































Age (years) 
Sex Totals 
15-40 41-55 56 and Over 
Males iF “ 3 5 6 14 
Females .. wd 11 7 16 34 
14 12 22 48 




















The direct antiglobulin test was positive in 41 out of the 
48 cases. In seven patients in whom the test was negative 
the diagnosis of acquired haemolytic anaemia still appeared 
probable for one or more of the following reasons : the 
patient responded to hormones, or was shown to destroy 
transfused cells rapidly, or recovered spontaneously, or 
developed signs of a haemolytic anaemia only late in life. 
It should be mentioned that in some cases the antiglobulin 
test was carried out with only a single dilution of a single 













‘ Total 
Patients’ . | : . : Remission — —— on 
Initials | Sex/Age Diagnosis Date di | Maintained | Hb Retics Hb Retics | Stopping Outcome 
(mg./day) | (8) % | @) (%) {Treatment} 
L.R. | F 56 | Symptomatic(lympho- | 28 months so-150 | 62 ! 30. | 148 1 | Yes | At present in remis 
| cytic lymphoma) | | | sion. 2 
F. K. i: on Idiopathic 17 100 7:8 18-35 11-0 5 o Still being treated. 
me i F 78 Symptomatic (carcinoma- | 18 100 8-9 8 10-5 5 _ Cortisone stopped 
tosis) } when carcinomato- 
sis advanced 
| , ; rapidly. 
G.C. | M 74 Idiopathic | 8 100-200 6-4 21 11-0 2-11 | Releneed and died on 
200 mg. 
K.H F 37 Idiopathic (dir. anti-glob. | a ‘es 50-75 10-9 8-11 14:7 1 Still 4 treated. 
neg.) 
A.G. | F 33 | Symptomatic(reticulo- | 9 ,, 75 12-3 3 13-0 I Anaemia controlled 
sarcoma) but died of 
: é cachexia. 
K. W. | F 56 Idiopathic [ae « 75-150 8-6 38-56 13-4 13 ad Still being treated, 
W.B. | M 32 a | S a 75 47 31 12-7 1 a Died after splenec- 
| tomy. 
weeks of starting an adequate dosage of cortisone. As in antiglobulin serum. It is now apparent that, particularly 


in the “cold-antibody ” type of haemolytic anaemia, it is 
essential to use a range of dilutions of antiglobulin serum 
(Van Loghem et al., 1951; Dacie, 1954); moreover, only 
certain antiglobulin sera are suitable (Crawford et al., 1955), 

The disease was described as idiopathic in 36 out of the 
48 cases ; in the remaining 12 the haemolytic anaemia was 
associated with reticulosis, reticulosarcoma, or lympho- 
sarcoma in six cases, with carcinomatosis in two cases, and 
with chronic lymphatic leukaemia,. multiple myelomatosis, 
disseminated lupus erythematosus, and rheumatoid arthritis 
in one case each. 

In 7 of the 48 cases splenectomy had been performed 
at some time before treatment with hormones was begun ; 
in five of these it was without effect, in one case it led to a 
temporary remission followed by relapse, and in one it was 
successful in curing the patient of idiopathic thrombocyto- 
penic purpura but did not prevent the subsequent onset of 
acquired haemolytic anaemia. In six of these seven patients 
in whom splenectomy had produced no lasting good effect, 
treatment with hormones brought a Puan or complete 
remission. 

In nine cases splenectomy was pesteened after treatment 
with hormones; in seven cases treatment with hormones 


had produced either no response or only a partial response ; ° 


in the remaining two cases treatment with hormones had 
been successful but had had undesirable side-effects. In five 
of these nine cases splenectomy brought no improvement, 
in one case it produced some improvement and in the remain- 
ing three cases a virtual cure. 

Three patients presumed to be affected with congenital 
haemolytic anaemia were treated during 1953-4; in all three 
the direct antiglobulin test was negative. In two patients 
the osmotic fragility was normal. However, the diagnosis 
of a congenital red-cell abnormality was made very likely 
in one case by the fact that the patient had had the disorder 
for 28 years, and in the other by the finding of a normal 
survival of transfused normal red cells; the third patient 
had the typical features of hereditary spherocytosis but had 
no family history. None of these three patients responded 
to cortisone, and this was expected in view of the Panel’s 
previous experience of treating seven patients without any 
favourable response. 

Two patients with paroxysmal nocturnal haemoglobinuria 
were treated in 1953-4; one became slightly better during 
treatment and one slightly worse. Previously three patients 
had been treated without any good result. 


Purpura 
Twenty-six new cases of idiopathic thrombocytopenic pur- 
pura were treated during 1953-4 ; 20 of these were adults (17 
women, 3 men) and 6 were children aged 3 to 14 years 
(5 girls, 1 boy). Complete responses were obtained in 12 
and partial responses in a further 10; moreover, in two out 
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of the four adults who failed to respond, the maximum daily 
dosage of cortisone was only 100 mg., whereas in the series 
as a whole the maximum daily dosage was 200 to 300 mg. 
in more than half the cases. 

This experience is rather more favourable than that 
reported previously : namely, 1952 report, partial or com- 
plete responses in 11 out of 16; 1951 report, partial or com- 
plete responses in 8 out of 14. The less favourable results 
of the earlier reports are probably partly due to the fact 
that smaller doses were being used; thus of five patients 
treated in 1951 who failed to respond to hormones, two 
received a maximum daily dose of 75 to 100 mg. of cortisone 
and one further patient received a total of 2,500 mg. of 
cortisone in 25 days. 

Four patients were treated continuously with cortisone for 
six months or more. In two cases the patients remained 
well on 100 mg. a day but relapsed when given 50 mg. a 
day ; both developed a mild Cushing syndrome. The other 
two patients remained well on 50 mg. and 75 mg. a day 
respectively. 

Eight cases of non-thrombocytopenic purpura were 
treated in 1953-4, and six of these failed to respond to 
hormones. In five of these six dosage was adequate— 
namely, 200 to 300 mg. of cortisone a day for 12 to 20 days 
in three patients, and 100 mg. A.C.T.H. a day for 17 days 
jn one patient. In the 1952 report, six patients were 
included, only one of whom responded to hormones. 


Aplastic Anaemia, etc. 

Sixteen patients with aplastic anaemia and two with refrac- 
tory anaemia were treated. In three patients with aplastic 
anaemia the administration of cortisone appeared to check 
bleeding from the gums, etc., but otherwise’ no favourable 
effects were noted in any of the patients. This experience 
is similar to that mentioned in previous reports. 


Leukaemia 

Forty-nine children with acute leukaemia (25 lymphatic, 
5 myeloid, 19 unclassified) were treated ; 8 of these 49 died 
within 14 days of beginning hormone therapy; of the 
remaining 41, 34 had remissions following the administra- 
tion of A.C.T.H. or cortisone ; 13 of these remissions were 
classified as complete and 21 as partial. Eight of the 34 
infants in whom remissions were observed received amino- 
pterin as well as hormones; many of these infants also 
received blood transfusions. 

It must be emphasized that the remissions were not of 
long duration. Of 41 children who lived for more than 14 
days after treatment had begun, the duration of life was 
known in 35 cases. Fifteen children died in less than three 
months ; 10 more died between three and six months ; seven 
more between six and twelve months ; and only three lived 
for more than one year. 

Fifty-two adults with acute leukaemia (23 lymphatic, 16 
myeloid, 13 unclassified) were treated; 10 of these died 
within two weeks of starting treatment; of the remaining 
42, 22 had a partial or complete remission ; two of these 
patients received aminopterin as well as hormones. 

Three adults with chronic lymphatic leukaemia. were 
treated and showed a partial response; one adult with 
chronic myeloid leukaemia failed to respond. Four patients 
with reticulosis were given relatively short courses of 
AC.T.H. (1-3 g. in 10 to 17 days) and showed no response. 


Discussion 


The present findings strongly reinforce the previous con- 
clusion that among patients with blood disorders only those 
with acquired haemolytic anaemia and idiopathic thrombo- 
cytopenic purpura derive prolonged benefit from _ the 
administration of cortisone or A.C.T.H. It is apparent that 
patients with either of these two conditions can often be 
relieved of their symptoms for periods of months or even 
years by the continuous administration of hormones. 

The only other condition in which favourable effects are 
Observed is acute leukaemia. In this condition it now 


appears that the administration of A.C.T.H. or cortisone 
may offer the most favourable means of inducing a remis- 
sion (cf. Fessas et al., 1954; Gasser and Cramer, 1953). 
However, it must be stressed that the prolongation of life 
is meagre. As reported previously (1952 report) few patients 
survive for more than a year after their first course of 
hormones, despite an initial good response. 


Summary 
In most patients with acquired haemolytic anaemia 
and idiopathic thrombocytopenic purpura remissions 
can be induced by the administration of A.C.T.H. or 
cortisone. The importance of adequate dosage is 
stressed. Remissions can often be maintained for long 
periods by continued administration of the hormones. 


In acute leukaemia the administration of A.C.T.H.-or 
cortisone induced temporary remissions in approximately 
half the patients treated, and this form of treatment com- 
pares favourably with others. Nevertheless few patients 
survive for more than one year. 


In other haematological conditions the administration 
of A.C.T.H. and cortisone seldom produces any favour- 
able effects. 
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EFFECT OF 9a-FLUOROHYDRO- 
CORTISONE ON ADRENAL 
HYPERFUNCTION IN CUSHING’S 

, SYNDROME 


BY 


Cc. L. COPE, D.M., F.R.C.P. 
Physician, Postgraduate Medical School, London, W.12 


AND 


R. J. HARRISON, M.R.C.P. 
Physician, St. James’ Hospital, London, S.W.12 


An interesting compound both for therapeutic use and 
for the investigation of many aspects of adrenal func- 
tion was revealed when Fried: and Sabo (1954) found 
that a halogen-substituted derivative of hydrocortisone, 
called 9a-fluorohydrocortisone, had strong cortisone- 
like activity in the rat-liver glycogen test. Borman et al. 
(1954) have shown that this steroid has also strong 
sodium-retaining activity which has been estimated by 
Llaurado (1955) to be about ten times that of D.C.A. 
and about one-tenth of the activity of aldosterone itself, 
the naturally occurring electrolyte controlling hormone. 
During the past year Goldfien et al. (1955) at Harvard 
have made a study of the pharmacology of this com- 
pound. They found it to be a potent substitute for 
cortisone in man. As a result of clinical trials in Addi- 
son’s disease they came to the conclusion that the thera- 
peutic potency of the halogen compound was about 
twenty times that of cortisone, and that it could be used 
for the successful maintenance of such patients. 
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A compound with these properties might be expected 
to produce inhibition of natural adrenal activity, and in 
fact Goldfien et al. (1955) were able to demonstrate a 
fall in urinary excretion of 17-hydroxycorticosteroids, an 
important group of adrenal metabolites, during the ad- 
ministration of 9a-fluorohydrocortisone to a man with 
normal adrenal function. In a case of adrenogenital 
syndrome with adrenal hyperplasia, these workers found 
that the high output of ketosteroids was progressively 
inhibited to below normal levels by 9a-fluorohydro- 
cortisone. 

Such an inhibition could have been produced equally 
well by cortisone administration, since it is now well 
recognized that in the adrenogenital syndrome cortisone 
promptly inhibits the high ketosteroid output, provided 
that this is due to adrenal hyperplasia and not to a 
tumour. This effect has now become the basis of an 
important method of treatment and has led to a theory 
of the aetiology of the disorder. 

It is not yet known whether cortisone therapy inhibits 
adrenal function similarly in the other type of adrenal 
hyperactivity, the so-called Cushing’s syndrome, which 
is associated with excessive hydrocortisone production. 
This point has not hitherto been readily amenable to 
experimental investigation because adrenal activity is 
usually judged by the amount of hormone or of its 
breakdown products present in the blood or in the urine. 
Since the hormone and the excreted metabolites resulting 
from cortisone or hydrocortisone administration are 
essentially the same as those occurring naturally, any 
inhibition of the activity of the gland itself will be effec- 
tively masked, if blood hormone levels or excreted 
metabolites are used as a criterion of adrenal activity. 
Jailer et al. (1953) have produced evidence suggesting 
that 17-ketosteroid output is lowered by intramuscular 
injection of cortisone in subjects with Cushing’s syn- 
drome, but such a change does not necessarily indicate 
a reduction in hydrocortisone production. 

The new halogen steroid 9a-fluorohydrocortisone pro- 
vides an opportunity to overcome this technical difficulty 
since the end-products of its metabolism are likely to be 
different from those derived from hydrocortisone. We 
have had the opportunity to study the effects of 9a- 
fluorohydrocortisone on a typical case of adrenal hyper- 
activity of Cushing’s type in which the histology of the 
adrenal gland has been determined. 

Adrenal activity has been judged by the daily excre- 
tion rate in the urine of hydrocortisone and of some of 
its metabolites. Particular attention has been paid to 
the excretion of hydrocortisone itself, as this seems likely 
to provide the most sensitive and specific index of 
changing adrenal function. 


Methods 


Ketogenic steroids have been estimated by the method 
of Norymberski et al. (1953). 17-Ketosteroids have been 
estimated by the standard M.R.C. method (M.R.C., 1951). 
Hydrocortisone and other adrenal metabolites have been 
estimated by the method of Cope and Hurlock (1954), which 
includes the chromatographic separation of the individual 
steroids on paper. The free hydrocortisone has been deter- 
mined by extracting the urine with chloroform at pH 1. 
Total (free + conjugated) hydrocortisone, tetrahydrocortisone, 
and tetrahydro-hydrocortisone have been determined on a 
chloroform extract of the urine made after hydrolysis. This 
hydrolysis of steroid conjugates has -been effected by 1,000 
Fishman units of beta-glucuronidase per ml. of urine acting 
for 48 hours at pH 4.5 and at 37° C. We are grateful to 
Dr. C. E. Sewell for help with these analyses. 


Case History 


The patient, a 25-year-old male press operator, was fit 
on discharge from the Army five years ago (1950) (Fig, 1): 
height 5 ft. 5 in. (165 cm.), weight 8 st. 8 Ib. (54.4 kg.). Since 
then progressive weight gain has occurred—14 Ib. (6.3 
each year, until February, 1955, when he weighed 14 st. 12 jh. 
(94.3 kg.). During the 
ensuing three months 
he gradually lost 
weight, and in June 
weighed 12 st. 2 Ib. 
(77.1 kg.); he has not 
dieted. 

There has been tem- 
poral recession of hair 
with increased growth 
of hair on the trunk 
and upper parts of the 
limbs during the past 
three years; he has 
had no need to shave 
more frequently. 

In April, 1955, he 
noticed painless red 
striae on his abdomen, 
thighs, and axillae, and 
during the past two 
months his skin has 
been easily bruised. 
During the past three months carbuncles have occurred on 
the back of his neck and behind his right knee. There has 
been no change in energy ; he does not tire easily, although 
he admits to a slight increase in breathlessness. Sexual 
impulses are normal, with no known loss of libido. There 
is no significant previous illnesses or past history. 

On examination he was seen to be an afebrile, fat, very 
plethoric young man with typical florid Cushing’s appear- 
ance (Figs. 2 and 3). He was mentally normal apart from 
shyness. He had gross “ moonface”; the neck and trunk 
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were obese, while the extremities were not. There was a 
suggestion of a “buffalo hump” but no definite kyphosis. 
His cheeks were red with well-marked vessels, and the skin 
here felt thick and firm. The skin on the rest of the body, 
though well-padded, was actually thin. Hess’s test was nega- 
tive. Large vertical red-mauve striae were spread over the 
jower abdomen, thighs, and axillae ; in the latter situation 
they were an especially vivid purplish colour. There was eariy 
frontal thinning of the scalp hair. ‘Thick dark hair was 
abundant over the chest, abdomen, back, and upper part of 
thighs. His voice was normal. External genitals and 
scrotum were normal; no gynaecomastia. Heart sounds 
were normal; blood pressure was 170/130; pulse 84 and 
regular. 

Investigations.—Hb, 96% (14.21 g.); red cells, 5,000,000 ; 
white cells, 9,800 (neutrophils 80%, lymphocytes 14%, mono- 
cytes 6%, eosinophils less than 50) ; prothombin time, 13 sec. 
(normal); urea, 19 mg. per 100 ml.; serum chlorides, 
98 mEq per litre ; serum sodium, 148 mEq/l. ; serum potas- 
sium, 4 mEq/I.; calcium, 5.44 mEq/I.; serum phosphorus, 
1.7 mEq/l. ; alkaline phosphatase, 9 King—Armstrong units 
per 100 ml.; alkali reserve, 28 mEq/I.; plasma proteins, 
77 mg. per 100 ml. Glucose-tolerance test normal; no 
glycosuria. X-ray examination: chest normal ; sella turcica 
normal ; skeleton and hands, no evidence of osteoporosis ; 
presacral oxygen insufflation revealed bilaterally enlarged 
adrenal shadows (Dr. I. Gilliland and Dr. R. S. Steiner). 

Operation (Mr. N. C. Tanner).—Subtotal adrenalectomy 
was performed. The right adrenal weighed 8 g.; the left 
adrenal (subtotal) 6 g. was removed. The adrenal, glands 
were not as large as the x-ray shadow had suggested, prob- 
ably owing to periadrenal fat. 

Histology (Dr. A. G. E. Pearse).—‘ Macroscopically the 
only abnormality is the presence in the right adrenal of a 
single adenoma measuring 7 by 5 mm. Microscopically the 
cortex of both glands is essentially similar, the chief feature 
being a widening of the zona fasciculata, which is filled with 
large pink presumably active cells, and a diminution of 
the other two zones. Cortical lipids are practically confined 
to the thin outer layer. There are no micro-adenomata 
such as are associated with recurring periods of activity 
and inactivity—the adenoma, is of a peculiar pattern and 
it has arisen from the fasciculata rather than the outer 
layers of the cortex. The deep pink staining cells which 
compose it are arranged in acinar formation and there is 
mucin secretion into the lumen. It is not the usual pattern 
for an active cortical adenoma.” 


Results 
The relevant steroid analyses in this patient are collected 
inthe Table. The data of greatest interest are the excretion 


Effect of 9a-fluoro-hydrocortisone on Steroid Excretion (figures 
refer to daily output) 





























| 
- pny pn 17-Keto- _ Hydrocortisone Tetra- | Tetra- 
ay ose steroi genic Free Total hydro- | hydro- 
(mg.) (mg.) (mg.) (ue.) (ug. E (wg.) | F (veg.) 

1 — i! 40 402 409 2,700 1,940 

6 — 13 — 485 — — _— 

7 2 11 — 514 — _ _— 

8 2 — _ $31 _- — _ 

4 2 — _— 536 7 _ — 
10 5 -- -- 230 — —_ — 
il 5 — _- 282 = — —_ 
24 — — 33 309 ‘624 3,120 1,060 
25 —_— 14 51 468 520 4,200 1,536 
26 10 —_ — 333 562 3,200 1,220 
27 15 14 51 258 360 3,312 1,594 
28 15 17 51 70 250 2,830 970 
29 — — _ 212 — _ — 
30 _— — — 333 _ aa — 
31 og | 22 64 393 704 4,350 1,300 











tates of hydrocortisone itself. This was running at the 
high figure of 400 to 500 ug. daily during the preliminary 
control period, the normal output by this method being 
between 40 and 200 ug. a day. The output of hydrocorti- 





sone was not affected by a small dose of 2 mg. daily of 
9a-fluorohydrocortisone given orally in four equal doses 
during the day. When the daily dose of halogen steroid 
was increased to 5 mg. similarly divided, a prompt reduction 
of hydrocortisone output by about 50% took place. 

In the second observational period larger doses were 
given. During the first 24 hours 10 mg. of the drug given 
in four divided doses caused no fall in the hydrocortisone 
output, but two further days on a dose of 15 mg. caused 
a big fall in hydrocortisone output. When judged by the 
free hydrocortisone extracted from the urine at pH 1 there 
was a fall to about 20% of the initial level, but when judged 
by the total of free and combined hydrocortisone in the 
urine the fall in output was about 50%. On withdrawal of 
the drug there was a prompt return of the hydrocortisone 
output to its original level. 

Several other points of interest may be noted in the Table. 
There was no inhibition of the 17-ketosteroid output, which 
was already rather low initially. There was no inhibition of 
the output of 17-ketogenic steroids, though these were raised 
well above the normal range, which in a man is from 9 to 
20 mg. daily. There is no appreciable inhibition of tetra- 
hydrocortisone excretion and the output of the closely allied 
tetrahydro-hydrocortisone shows only a slight reduction. 
With any of these latter criteria as indices of adrenal activity, 
therefore, no inhibition of function would have been re- 
vealed during such short periods of administration of the 
drugs as have been studied here. 


Progress Report.—Six weeks after operation the patient is 
very well. His weight is now 10 st. 6 lb. (66 kg.), his blood 
pressure 122/82. Other metabolic studies and histochemical 
work on the adrenal glands will be the subject of a further 
communication. 

Discussion 

The impression gained is that under the influence of 9a- 
fluorohydrocortisone an inhibition of hydrocortisone takes 
place but that this is very temporary and is promptly restored 
to its original level as soon as the drug is withdrawn. The 
fact that this halogen steroid reduces hydrocortisone output 
in the urine could possibly be explained in several ways. 
There. might be an adverse effect on renal function leading to 
poor excretion. Renal-function studies were not made in 
this subject, but such an explanation is highly unlikely be-- 
cause the overall output of 17-ketosteroids and of ketogenic 
steroids was not affected. A specific blocking effect in the 
kidney affecting hydrocortisone excretion but not that of 
other steroid metabolites seems most unlikely. Interference 
in the analytical procedures by the presence of 9a-fluoro- 
hydrocortisone is equally improbable. Although this steroid 
has some chemical properties similar to hydrocortisone, its 
rate of flow as the free alcohol on the chromatogram is only 
about half that of hydrocortisone and interference would 
not have occurred. The breakdown products of 9a-fluoro- 
hydrocortisone are ynknown, but it is most unlikely that 
they could interfere with the hydrocortisone estimation. 

It must be concluded, therefore, that the hydrocortisone 
level in the blood was lowered temporarily by this drug. 
The most reasonable deduction is that adrenal production 
of hydrocortisone has been temporarily reduced. 

That such an inhibition, even though temporary, has been 
produced in this manner in a proved case of adrenal hyper- 
function raises points of great interest from the theoretical 
point of view. It shows that the hyperplastic adrenal is still 
susceptible to hormonal control. The inhibition of -Cush- 
ing’s hyperplasia by this drug may be compared with the 
inhibition by cortisone of the androgen-producing hyper- 
plasia in the adrenogenital syndrome. In this latter condi- 
tion the administration of cortisone has become an orthodox 
method of routine treatment. The response to cortisone has 
also become an important diagnostic tool, for it has been 
found that whereas the adrenogenital syndrome due to 
adrenal hyperplasia is inhibited by cortisone or hydrocorti- 
sone, that due to tumour, whether adenoma or carcinoma, is 
not (Jailer et al., 1952, 1954; Segaloff er al., 1955). 
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The finding that 9a-fluorohydrocortisone can _ inhibit 
adrenal activity in Cushing’s syndrome due to adrenal 
hyperplasia raises hopes that a diagnostic procedure may 
be developed in this condition similar to that used in 
the adrenogenital syndrome, and that Cushing's syndrome 
due to adrenal tufhour may prove insensitive to inhibition 
by 9a-fluorohydrocortisone. But opportunities to test such 
a possibility occur rarely and experience can only be 
accumulated by the reporting of individual cases as they are 
encountered. 

It is unfortunate that this case of typical Cushing’s syn- 
drome could not be classified with complete certainty as due 
to either hyperplasia or adenoma. The adenoma present 
was small and atypical and it seems unlikely that it was the 
active source of the excess hydrocortisone, because the rest 
of the adrenal gland was hyperplastic rather than atrophic. 
The case was therefore probably one of adrenal hyperplasia 
with an incidental non-functioning adenoma. 

While cortisone provides valuable treatment in the adreno- 
genital syndrome, it seems improbable that 9e-fluorohydro- 
cortisone will provide effective therapy in Cushing’s syn- 
drome. It is clearly desirable to determine to what extent 
the hyperplasia can be controlled, but it may prove that no 
endocrine benefit will be obtained, since a daily dose of 
5 mg. of 9a-fluorohydrocortisone would be~ equivalent to 
about 100 mg. daily of hydrocortisone. It is unfortunate 
that we had no opportunity in this case to study the effects 
of more prolonged administration, of the drug. 

This inhibition by 9e-fluorohydrocortisone throws some 
light on the aetiology of Cushing’s syndrome. It is best 
explained on the assumption that in this syndrome, as in the 
normal state, there exists a self-regulating mechanism by 
which any excessive production of hydrocortisone above the 
predetermined level leads to an inhibition and reduction of 
output. In Cushing’s syndrome it would seem that this level 
is set at a much higher point than in the normal, but that 
the self-regulating mechanism is still capable of operation. 
The ingestion of the potent hormone 9a-fluorohydrocorti- 
sone presumably increases suddenly the blood concentration 
of hydrocortisone-like substances and sets this self-regulat- 
ing mechanism in operation, reducing the endogenous pro- 
duction of hormone to a point where the total of exogenous 
and endogenous hormone is not widely different from the 
production rate originally prevailing. Whether inhibition is 
mediated through a reduction in corticotrophin (A.C.T.H.) 
production cannot be positively stated. Subjects with 
Cushing’s syndrome are often benefited by irradiation of the 
pituitary gland. They are also exceptionally sensitive to 
corticotrophin, their hyperplastic adrenals being readily 
stimulated to still greater hydrocortisone production (per- 
sonal observation). This sensitivity suggests that endogenous 
corticotrophin production is not very excessive, but rather 
that the receptor, the adrenal cortex, is exceptionally sensi- 
tive to a steady but moderate corticotrophin stimulus. On 
such a basis the inhibition of the adrenal cortex in Cushing's 
syndrome by 9a-fluorohydrocortisone becomes intelligible, 
but it must be stressed that at present such an explanation 
cannot be regarded as more than a working hypothesis 
requiring further proof. 

No certain explanation can be offered.for the failure to 
influence the output of ketosteroids, ketogenic steroids, or 
of the individual metabolites tetrahydrocortisone and tetra- 
hydro-hydrocortisone. All these are metabolic breakdown 
products of adrenal steroid metabolism, and it seems prob- 
able that there is some lag in their response to changes in 
adrenal activity. If this be the explanation, then reduced 
excretion of all these fractions would be expected to follow 
a more prolonged period of adrenal inhibition by means of 
9a-fluorohydrocortisone. We have not yet had an oppor- 
tunity to determine whether this occurs. Tetrahydrocorti- 
sone excretion is a relatively insensitive indicator of increas- 
ing adrenal activity. Under the stimulus of corticotrophin 
it increases much more slowly than does hydrocortisone ex- 

cretion. 17-Ketosteroid excretion also seems to be less 
affected by corticotrophin than does hydrocortisone output, 


a 
which can readily increase ten to twenty times in a fey 
hours. In the relative insensitivity and time lag of 
indices of adrenal function may lie our failure to influence 
their excretion rates with this drug. 


Summary 


9a-fluorohydrocortisone, a halogen-substituted deriva. 
tive of hydrocortisone, is a potent substitute for coptj. 
sone in man; it has been used successfully as the sole 
maintenance therapy in patients with Addison’s disease 

It is well recognized that cortisone promptly inhibits 
the high ketosteroid output in the adrenogenital syn- 
drome, provided that this is due to adrenal hyperplasia 
and not to tumour. In the adrenogenital syndrome with 
adrenal hyperplasia the high output of ketosteroids cap 
be inhibited by 9a-fluorohydrocortisone. 

In Cushing’s syndrome, which is associated with ex. 
cessive hydrocortisone production, it is not yet known 
whether cortisone inhibits adrenal function, because 
adrenal activity is usually judged by blood hormone 
levels or its excreted metabolites, which are essentially 
the same as those occurring naturally.. 

9a-fluorohydrocortisone provides an opportunity to 
overcome this technical difficulty, since the end-products 
of its metabolism are likely to be different from those 
derived from hydrocortisone. 

The effect of 9a-fluorohydrocortisone on a typical case 
of Cushing’s syndrome has been studied, particular 
attention being paid to the excretion of hydrocortisone, 
as this seems likely to provide the most sensitive and 
specific index of changing adrenal function. 

Hydrocortisone excretion in this patient was high, 
400-500 yg. daily (normal 40-200 yg. daily). 9%a-fluoro- 
hydrocortisone was administered in daily doses of 2, §, 
10, and 15 mg. An inhibition of hydrocortisone output 
in the urine was observed, which returned to normal 
levels as soon as the drug was withdrawn. 

The finding that 9a-fluorohydrocortisone can inhibit 
adrenal activity in Cushing’s syndrome due to adrenal 
hyperplasia raises hopes that a diagnostic procedure may 
be developed in this condition similar to that used in the 
adrenogenital syndrome, and that Cushing’s syndrome 
due to adrenal tumour may prove insensitive to inhibi- 
tion by 9a-fluorohydrocortisone. 


REFERENCES 


Borman, A., Singer, F. M., and Numerof, P. (1954). 
Biol. (N.Y.), 86, 570. 

Cope. C. L., and Hurlock, B. (1954). Clin. Sci., 13, 69. 

Fried, J., and Sabo, E. F. (1954). J. Amer. chem. Soc., 76, 1455. 

Goldfien, A., Laidlaw, J. C., Haydar, N. A., Renold, A. E., and Thom, 
G. W. (1955). New Engl. J. Med., 252, 415. 

Jailer, J. W., Gold, J. J., and Wallace, E. Z. (1954). Amer. J. Med, 
16, 340. 

—— Louchart, J., and Cahill, G. F. (1952). J. Amer. med. Ass., 150, 575. 

-—= Gold, J. J., and Knowlton, A. I. (1953). J. clin. Invest, 
32, 449. 

Liaurado, J. G. (1955). Proc. Univ. Otago med. Sch., 33, 2. 

Medical Research Council (1951). Lancet, 2, 585. 

Norymberski, J. K., Stubbs, R. D., and West. H. F. (1953). Ibid., 1, 12%. 

Segaloff, A., Gordon, D., and Horwitt, B. N. (1955). J. Lab. ctin. Med, 
45, 219. 


Proc. Soc. exp. 








A total of 51 million people have been tested for tubercu- 
losis and nearly 17 million vaccinated with B.C.G. since 
1948, when India began her prophylactic programme, 
reported the Tuberculosis Association of India at their 
sixteenth annual meeting last April. Teaching and demon- 
stration centres have been set up in Delhi, Patna, and 
Trivandrum to carry out preventive, diagnostic, and advisory 
work, and courses for doctors and nurses have been held 
at these institutions. Public education concerning the diseas¢ 
has been carried out by poster campaigns and broadcast 
talks, and films are in preparation. Government grants are 


available for the association’s hospitals. 
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Since the work of Castle and his associates it has been 
recognized that the deficiency of a gastric secretion is 
an essential abnormality in the development of per- 
nicious anaemia. More recently it has been demon- 
strated that the function of this missing intrinsic factor 
js to aid the absorption of vitamin B,,, the extrinsic 
factor (Castle, 1953). Pernicious anaemia may be satis- 
factorily treated by parenteral administration of the 
extrinsic factor, and as this is now available as a pure 
crystalline substance it is more effective than the older 
liver preparations of varying composition (Blackburn 
et al., 1952). Vitamin B,, is only slightly absorbed when 
given by mouth to patients with pernicious anaemia, 
but a haematological response may be obtained if rela- 
tively large doses are given by this route (Ungley, 1950 ; 
Chalmers and Hall, 1954). Smaller doses may be used 
if the absorption is increased by administering at the 
same time an intrinsic factor preparation (Glass and 
Boyd, 1953). The older preparations of hog’s stomach 
used in this way were often effective but were un- 
pleasant to take. Recently the introduction of more 
highly concentrated and purified preparations from 
gastric mucosa has made this approach to the treat- 
ment of pernicious anaemia more attractive. 


Present Investigation 

We have studied the efficiency of a preparation 
(“biopar ”) which contains in each tablet 6 yg. of 
crystalline vitamin B,, and 30 mg. of “intrinsic fac- 
tor.” This product has been used in the doses recom- 
mended by the manufacturers both for initial and for 
maintenance treatment of pernicious anaemia, and the 
results have been compared with those obtained by the 
parenteral use of vitamin B.,,. 

Methods.—Thirty patients have been included in the 
trial. In all the initial diagnosis has been confirmed 
by the examination of the peripheral blood and marrow 
and by the demonstration of a histamine-fast achlor- 
hydria. Determinations of haemoglobin (M.R.C. grey 
wedge haemoglobinometer 100% =14.8 g./100 ml.) and 
of red-cell counts have been made at least once a month 
throughout the period of observation. Absorption of 
“Co labelled vitamin B,, was studied by the method 
of Callender et al. (1954). 


Results of Initial Treatment with Intrinsic Factor and 
Vitamin By: 


Five patients with Addisonian pernicious anaemia were 
treated from the start with five tablets a day. In four 
patients there was a satisfactory response, shown by a 


feticulocytosis and a progressive rise in haemoglobin and 
red-cell count. 


An example is shown in Fig. 1. In the 





fifth patient, however, oral treatment was without effect, 
though she subsequently responded to parenteral vitamin 
Biz (Fig. 2). The details of this case are as follows. 

A woman aged 68 presented with loss of weight and a 
severe anaemia (Hb 35%). A clinical diagnosis of gastric 
carcinoma was made. She was admitted to a surgical ward 
and given a transfusion of 1,300 ml. of blood. Subsequent 
investigation of the alimentary tract was negative, but the 
marrow was megaloblastic and there was a histamine-fast 
achlorhydria. Of the dose of “Co labelled vitamin By, 71% 
was recovered in the faeces. The haematological investiga- 
tions shown in Fig. 2 were begun 16 days after the trans- 
fusion. There was no response during treatment with 
biopar; during this period radiological and gastroscopic 
examination of the alimentary tract was repeated, but was 
again negative. Repeated examination of the faeces for 
occult blood was negative. The bone marrow remained 
megaloblastic. The administration of the tablets was 
checked. They were from the batch used in the other 
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Fic. 1.—Response to oral rem: of tne anaemia in a 
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Fic. 2.—Failure to respond to oral treatment. 
response to parenteral vitamin B,,. R.B.C. O---O; Hb 
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cases of pernicious anaemia, which had shown a response. 
A change to parenteral vitamin By, 30 »g. a day (the same 
dose as in the tablets), produced a conspicuous reticulocytosis 
and a subsequent rapid rise in haemoglobin and red-cell 
count. A balance study showed no abnormality in fat 
absorption. 

Maintenance: Therapy 


Twelve patients were chosen at random from those with 
pernicious anaemia who had been attending for maintenance 
treatment with parenteral vitamin Biz for at least one year 
and had shown steady blood levels during that period. They 
were transferred to treatment with one tablet of biopar a 
day, the recommended maintenance therapy. A further 
12 patients, similar in age and clinical state to the first 
group but otherwise selected at random, were given equally 
detailed study but were continued on treatment with vita- 
min By. The progress of both sets of patients has been 
reviewed after one year. 

The haematological changes in the group transferred to 
treatment with biopar are shown in Table I. During the 
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first six months on oral therapy the mean values of haemo- 
globin and red-cell count showed no significant changes. 
However, .when the mean values during the second six 
months are examined it is seen that in 10 out of 12 there 
was a fall in haemoglobin and that in 11 of the 12 there 
was a fall in red-cell count. In the other instances the 
mean values were unchanged. There was no doubt that 
from the haematological point of view their condition was 
deteriorating. 
red-cell counts the patients remained symptomatically un- 
changed and showed no definite alteration in their clinical 
state. They all preferred tablets to injections. Two patients 
admitted that they occasionally forgot to take the tablets. 
The others apparently remembered regularly, and checked 
by counting the tablets remaining at the end of each week. 

To exclude the possibility that the unfavourable blood 
changes were due either to the ageing of the patients or to a 
systematic error in the laboratory, the progress of the 
matched group of 12 patients maintained throughout on 
vitamin Bi was studied (Table 11). No definite trend can 
be detected. 

In one patient, a woman aged 40, not included in the 
above series, definite clinical features of subacute combined 
degeneration of the cord developed while on maintenance 
therapy with one tablet a day. Previously she had received 
injections of liver extract and of vitamin Biz for eight years 
without developing any neurological signs. Nine months 
after being transferred from parenteral vitamin By to oral 
treatment she noticed paraesthesiae in the legs, and these 
became progressively more severe over the next five weeks. 
She developed a sore mouth, the calves became tender, and 
the ankle-jerks disappeared. Some ataxia became apparent. 
The mean blood values while on parenteral vitamin By 
were: Hb 90%, and R.B.C. 4,700,000 per c.mm., and at the 
height of these features they were unchanged. The dose 


In spite of the declines in haemoglobin and 


TABLE I.—Progress of Patients with Pernicious Anaemia Transferred from Maintenance Treatment with Vitamin By 
to Biopar 


as 
was then increased to five tablets a day. After one Week 
there was some improvement, and this lasted for six w 

when a further relapse occurred. She was then given injec- 
tions of vitamin Bi, 100 »g. twice a week. Her general 
condition improved, the paraesthesiae and soreness of the 
mouth disappeared, and the ankle-jerks were easily elicited, 


Discussion 

In four out of the five previously untreated patients with 
uncomplicated pernicious anaemia the administration of 
30 »g. of vitamin By and 150 mg. of intrinsic factor prepara. 
tion a day gave a satisfactory response from both the clinica 
and the haematological point of view. In the fifth patient no 
response was obtained and no satisfactory explanation has 
so far been found for this failure. She responded well to 
the same dose of vitamin By given by injection. 

Maintenance treatment with 6 yg. of vitamin By and 
30 mg. of intrinsic factor preparation a day was unsatis- 
factory when the investigation was continued over a year, 
and in one patient did not prevent the development of 
neurological complications. It is important to note that no 
untoward features were observed during the first six months 
on oral treatment as in the series reported by Lowther eg gj. 
(1954). It was only during the second six months that the 
ill effects became apparent. It is possible that higher main- 
tenance doses might have prevented the fall in blood levels, 
but the complete failure in one patient treated from the 
beginning with this preparation suggests that factors other 
than dose may influence the response to oral treatment jn 
some cases of pernicious anaemia. 

Crystalline vitamin Biz is a pure substance of known 
potency, whereas the activity of intrinsic factor preparations 
of unknown chemical composition may well be variable. 
This may in part account for the erratic response to this 
method of treatment of pernicious anaemia (Vilter, 1955), 
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= a ee 
th Vitamin B,, — — 
Case Age | ¥ for 1 Year wis First 6 Months Second 6 Months 
and — 
= Sex | Mean | Mean | Mean Hb ] Mean R.B.C. Mean Hb Mean R.B.C. 
Hb R.B.C. | —— — —--- | 
| “ (m.‘c.mm.)| XY | Change | m./c.mm. | Change | % | Change m./c.mm Change 
1 66 F 91 45 94 =J 4-7 +02 | 91 0 4:2 -~03 
2 1 F 0 | 45 94 +4 4-4 -0-1 89 = 42 ~03 
3 75 M 104 48 105 +1 48 0 100 —4 46 —02 
4 68 F 85 4-4 89 ad 4:5 +0-1 84 —1 41 —03 
5 71 =F 94 4:5 94 0 4-4 —O-1 91 —3 4:5 0 . 
6 77 M 91 46 93 +2 4-6 90 -1 4-4 —0-2 
7 77 M 100 49 101 +1 5-0 +0-1 99 —1 4-7 —0-2 
8 75 F 98 4-7 99 +1 47 98 0 4-4 —03 
9 68 F 100 47 99 —1 47 0 97 —3 4:5 —02 
10 47 F 89 47 90 +1 4:5 —0-2 88 - 1 4-4 —03 
11 78 #*F 91 4-5 89 —2 4-4 —0-1 83 —8 40 —0:5 
12 79 F 92 47 89 —3 4:5 0-2 90 -—2 4-4 —03 
| | 
Mean change | } +0-4 —0-025 —2-1 —0-26 
+ standard error | | 0-67 0-18 | 0-64 | 0-035 























TABLE II.—Progress of Similar Group of Patients with Pernicious Anaemia Maintained Throughout on 
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} Freemont | 
with Vitamin B,, (~~ 
Case Age fori Year First 6 Months Second 6 Months 
d } 
No. Sex Mean | Mean | Mean Hb Mean R.B.C. Mean Hb Mean R.B.C. 
Hb. + R.BC. |—— - - | —__— = 
%)  |(m./c.mm , y 4 | Change m./c.mm Change , Change m./¢c.mm Change 
13 64 F 96 47 100 +4 46 —0-1 96 0 46 —01 
14 75 M 89 47 98 +9 4:5 —0-2 99 +10 48 +01 
15 48 F 93 4:5 95 +2 4-6 +0-1 95 +2 4-6 +01 
16 74 =F 90 44 94 +4 4-4 0 84 —6 39 —05 
17 71 =F 3&4 4-4 79 —5 4-6 +0-2 84 0 42 —0-2 
18 68 F 98 47 98 0 47 0 92 —6 4-6 “2 
19 75 F 94 46 89 -5 4-1 —0-5 93 —I 46 > 
20 75 F 97 46 90 -7 4-6 i 0 93 —~4 4-5 -- ; 
21 76 =F 86 43 94 +8 44 | +01 87 +! 40 - 
22 fe 4 86 44 90 +4 44 0 88 +2 4-2 “7 
23 76 =«*F 94 48 98 4 46 —0-2 102 +8 $3 . 
24 66 F 89 4-6 90 al 47 +0-1 91 +2 
ha | +0: —O11 
Mean cha | +1-6 | —0-04 +0-7 ; 
+ standard ereor | | 1-52 0-055 | 1-46 0-082 
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= 
Furthermore, the difference in cost between the two treat- 
ments is considerable, as maintenance, even on one tablet 
a day, is nearly nine times as expensive as one injection of 
100 «g. of vitamin Biz once a fortnight. So long as the 
nature and mode of action of intrinsic factor remain un- 
certain it is clearly preferable to rely on the parenteral 
administration of vitamin Biz for the routine treatment of 

icious anaemia. Although the majority of patients prefer 
taking tablets to receiving injections, more detailed investiga- 
tion is required before oral treatment can be recommended. 


Summary 


A clinical trial of oral treatment of pernicious anaemia 
was carried out with a preparation containing a combi- 
nation of vitamin B,, and intrinsic factor. In four out 
of five previously untreated patients there was a satis- 
factory response ; in the fifth the treatment was ineffec- 
tive, but the patient subsequently responded to parenteral 
vitamin B,,. In 12 patients previously treated with vita- 
min B,, by injection and transferred to maintenance 
treatment with the oral preparation the haemoglobin 
and red-cell count showed over one year a significant 
fall. In a further patient on oral maintenance therapy, 
features of subacute combined degeneration developed. 
It is concluded that at present oral therapy is not as 
reliable as vitamin B,, by injection. 


We wish to thank Dr. Lester Smith, of Glaxo Laboratories 
Ltd., for the supply of *’Co labelled vitamin B,,, and Mrs. C. 
Goldberg for statistical advice. 
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We intend in this paper to consider the causes and 
management of delayed speech. Delay in this important 
skill, raising as it does disturbing questions of general 
mental development, is an embarrassment to the child 
and an anxiety for the parents. Our continuing uncer- 
tainty about many of the cerebral processes involved in 
speech make it also a difficult diagnostic problem for 
the family doctor and specialist. In 1950 we (Miller 
and Morley, 1950) suggested the practical need for a 
simplified classification of speech disorders, and to relate 
the present observations to our general approach we 
have with minor modifications reproduced that classi- 
fication here (Table I). Yet as some of the terms we 
use are common both to everyday conversation and to 
the more specialized terminology of speech disorders we 
must first say what they mean to us in our work and 
how they are used in this paper. 


TABLE I.—A Classification of Speech Disorders in Childhood 


—— Reems from deafness 
Py mene nerve deafness: 
8 . at for all cee ‘seal 
‘artial or high-frequency ness. 
2. Acquired nerve deafness. 


Aphasia 
1. Developmental aphasia : 
(a) Mainly receptive: (1) auditory imperception; (2) alexia. 
(6) Mainly expressive. 
2. Acquired aphasia 
3. Aphasia associated with general mental deficiency. 


Dysarthria 
1. nee and other anatomical defects of the speech organs. 
— Tia associated with obvious cerebral palsy or other cerebral 


2. 
3. Dysarthria associated with minimat signs of cerebral palsy. 
4. Isolated developmental dysarthria. 


Dyslalia 
Transient defects of consonant omission and substitution. 


Stammering. 


Concepts and Definitions 


Although mechanistic analysis of such a finely inte- 
grated function cannot be pressed too far, it is helpful 
to think of speech as a triple process: the reception of 
words by the ear or the eye; their interpretation and 
synthesis as language within the brain ; and, finally, the 
expression of this language response in further spoken 
Or written words. We regard speech as covering the 
whole of this receptive, formative, and expressive 
activity. 

Words are symbolic sounds which have a consistent 
range of meaning. In complete or embryonic form they 
are constructional units of thought and language, and in 
terms of the movement of speech are heard and under- 
stood, arranged and rearranged, and articulated and 
spoken. Language is both the word library of speech 
and the sum of those meaningful associations of words 
current in the life and literature of any society. 


Aphasia is a breakdown in the comprehension and 
formulation of words giving rise to a disturbance of 
thought and a disorder of language. There is therefore 
both a receptive and an expressive component of 
aphasia. In some patients either the one or the other 
predominates, but in many there seems to be an impair- 
ment of more than one of the processes concerned and 
this impairment may be either partial or severe. 


Developmental Aphasia 

Our present understanding of aphasia is derived from our 
experience of cerebral injury and disease as they affect adult 
patients, and in this context the phrase “ breakdown in the 
comprehension and formulation of words” is a proper 
description of what has taken place. In the children with 
whom we are mainly concerned in this paper, however, 
the process is a failure to develop the central processes of 
speech ; a delay in building up a word library and creating 
a language. In spite of the difference, we propose to use 
the word aphasia for this disorder of childhood, and, since 
it becomes apparent during the time that speech is normally 
developed, to qualify it with the word developmental. For 
the delayed ability to read, which is often associated with 
such aphasia but can occur as a specific isolated difficulty, 
we use the term alexia. 

Since some aphasic children develop articulatory defects 
when speech begins we must consider briefly two other 
conditions. The simpler is dysarthria, and implies to us 
slow and clumsy articulation arising from dysfunction of 
the muscles used in speech ; such dysfunction is evident on 
physical examination. It does not involve any interference 
with the internal comprehension and construction of words. 
A disorder of articulation more commonly in our experi- 
ence associated with aphasia seems to be an articulatory 
apraxia, and its relationship to aphasia calls for further 
consideration. 
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Articulatory Apraxia 

In this condition a similar dysarthric difficulty is en- 
countered in the absence of muscular clumsiness evident 
on examination. Muscular control appears to be adequate 
for all purposes other than the highly integrated movements 
of speech. Brain (1952) defines apraxia in general as an 
inability to carry out a purposive movement the nature of 
which the patient understands, in the absence of severe 
paralysis, sensory loss, or ataxia. It is clear that such a 
disturbance of cerebral function in relation to speech must 
be closely akin to expressive aphasia, and indeed Brain 
Suggests that motor aphasia may justly be regarded as 
an apraxia of the purposive movements concerned in speech. 
In the present context, however, we would prefer to main- 
tain a distinction between articulatory apraxia and aphasia: 
we have seen a number of children who had an evident 
articulatory apraxia without that delay in the development 
of speech which appears to us to be an essential feature 
of developmental aphasia. There is in such children no 
lack of fluency, and no evidence of impairment in the 
development of language, It appears to us that in these 
cases of articulatory apraxia the lesion must be at some 
point intermediate between that responsible for the spastic 
dysarthria which is evident on objective examination and 
the global failure of language development which is en- 
countered in true developmental aphasia. For the present, 
therefore, we consider “ articulatory apraxia” and “ expres- 
sive’ or “ motor ” aphasia as separate though closely related 
disorders. 

Delayed Speech 

The normal range of time for speech development in our 
community is given in the Chart and it is clearly possible 
to draw the line at which normality ends and delay begins 
at varying distances from the mean. We are concerned 
with speech delay which is such that the parents seek 
medical advice or which gives rise to real difficulty when 
the child enters school. 

In the past six years we have seen 278 children with 
delayed speech in this sense, and the main conditions 
accounting for the delay are given in Table II. This is, 
of course, selected material coming to a speech department 
and gives no idea of the relative importance of these causes 
in the community as a whole. In the continuing study of 
1,090 children of all social classes in Newcastle from which 
the chart was obtained there were four children at the 
age of 6 with delayed speech, and three of these were 
mentally defective. This observation brings out the pre- 
dominant position of mental defect in the delayed develop- 
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TaBLe II.—Causes of Delay in Speaking in 278 Children 


Deafness .. os oe) ae. Mental deficiency . . 
Developmental aphasia . . 72 Cerebral palsy pie Ye" bo] 
Transient Kaa Mental illness a pa 3 
Prolenged .. - Sf 


ment of speech. This, however, has always been recognized, 
and one intention of this paper is to emphasize the import. 
ance of developmental aphasia and deafness, especially 
unsuspected partial deafness. 


Developmental Aphasia 


Before we give descriptive examples of developmental 
aphasia certain general observations will be made. 

The group of children with aphasia with whom we are 
mainly concerned here did not develop any recognizable 
words until 2 years or later, or phrases until 4 years or 
later. What is more, when words or phrases did begin 
they often developed slowly, and there was an obvious 
poverty of language. A few children had one or two words 
early in the third year, but the development of language was 
arrested at that point for some time, with a further halting 
advance at 4 or 5 or later. Our definition of developmental 
aphasia of considerable degree is of course an arbitrary one, 
but the delay in speech development in this group in relation 
to a representative group of normal children is plainly shown 
in the Chart. 

The 72 children can be divided into three main groups, 
There were 49 in whom speech developed fairly quickly 
and successfully after the age of 4, and who could be 
regarded as the terminal gradient on the slope of normal 
development. We have called these transient developmental . 
aphasia. The second and third groups consist of 15 
children with a more prolonged delay and inadequacy who 
are the main concern of this paper, and eight with intelli- 
gence quotients between 80 and 90 in which the speech 
delay was out of all proportion to their mental retardation, 
We have called these prolonged developmental aphasia. 
None of the children in the first two groups were below 
normal intelligence. They appeared emotionally stable, had 
normal hearing, and were free from other neurological 
abnormalities. The main features of the 15 children in the 
second group are given in Table III. 

Social Class, Position in Family, and Birth Weight— 
The social class of these families was essentially similar to 
the normal range for our community. None of these 
children were first children, and, apart from two twins 
born at term but weighing only 3 and 5 Ib. (1.4 and 2.3 kg) 
respectively, none were premature. 
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TaBLe III.-—Main Features of 15 Children with Developmental Aphasia 
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Age ; History | First 
(Years and Months)| Social | Family | Place | wee of Birth | Iliness |(Years and Months) A 
Case nos Lee | eee in 8 Injury | in First} 1.Q. |——— nee Alexia | Defective 
First Last | Father | Disordets | Family |————— or | 3 Years | Articulation 
Visit | Visit | | Ib. oz. | kg. | Anoxia | ‘Words | Phrases 
7B. | 83 | 16-2 5 | 701 348 06 | Ty 
B. af | ; " - 106 | ? 2 + Apraxi 
GD. | 7-8 24 | &. = | 3 | 8 5-2 + — .| 100 4-9 6 + cH 
| Dysphonia 
DF. | —2 | 10-11 Ill | _ > }4-6 2:7 - + 100 3-0 6-6 os A i 
AH. 4-1 |} 10-0 II _ 2 7 4 3-3 - - 120 1-8 40 - ; “3 
E.M. 3-6 | 94 Ill — 2 9 3 4:17 - - 130 2-6 5-3 + a 
D.P. 1 2-11 9-3 lit ~ 3 r| 6 4 2-94 + - 136 3-6 5-6 - oe 
CS. 10 | ‘a ‘ 6 2:8 hl _ 96 3 44 ons 
KS. J 44 | 9-10 | ll 2 | 3 0 1-36 + * 93 3 44 bd “3 
DH. « 3 2 j | “ mn 100 3-9 sO | + Apraxia 
DH. / : ° v Bele coe te - 100 | 3-9 ot + a” 
K.C. -3 8-4 Ill } + | 3 | 10 4 4-65 + + 100 2+ 5-6 + * 
D.W. 44 8-2 | Ill + 2 7 0 3-18 _ + 106 | 3+ 4+ + Dyslalia 
NS. | 62 | 6S | I | 3 | “Se 2-3 _ _ 100 | 2+ | 4+ Not assessed _ 
AW. 47 | $-10 it + + 8 0 | 36 - - 1200 | 2+ | 46 » » | Apraxia 
DR. 2-11 5-3 V _ | 3 | Not recorded - | - 99 26 ; 41 o » » | Dyslalia 
TABLE 1V.—Intelligence of 15 Children with Developmental A phasia 
s75 = er ES 4 | es j } x: ay ee ae ee 
Name: | M.B. | G.D. | D.F. | AH. EM. | DP. | DH. | D.H. | K.C. | D.W. | A.W. | NS. | CS. | K.s. | DR. 
_—_ er } | 
First test ¥ i A |; DC DC DC DC MP RM RM DC DC DC WCP | WCP | WCP | WCP 
LQ. ve ‘% oo | Oe 100 100 114 129 120 100 100 91 106 120 100 96 3 
Second test .. ee a | WP WP A we A DC RM 
LQ. hn - os a 98 120 130 136 100 105 | 
Months between testings ai 3» 31 46 41 —-i— 30 —_ — idl cane ;o— = 
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A A Alexander performance scale. DCc= Drever Collins pe-formance scale. WP= Performance tests of ‘the Wechsler—Bellevue scale. "MP Performance 
tests of the Merrill-Palmer scale. RM = Raven’s progressive matrices sets A, Ab, B. WCP=Performance tests of the Wechsler intelligence scale for children . 








Birth Injury—A_ mother’s memory on this point is 
notably fallible and often ill-informed, so that reliable com- 
ment is difficult.. In four children the possibility of perinatal 
anoxia or cerebral injury existed ; G. D. was blue for several 
hours after birth ; in D. P. normal breathing was not estab- 
lished for half an hour; K.S., the small second twin, was 
very ill for several days and was not expected to live ; and 
K.C. had the cord tightly round his neck and was blue for 
the first two days. 

Iliness in the First Three Years of Life-—A similar factual 
difficulty is encountered when we try to assess the signifi- 
cance of illness arising during the normal period in which 
speech develops. Although this was specially asked for, ill- 
ness was remembered in only three children. D.F. had 
measles at 9 months ; K.C. had severe measles on his first 
birthday, jaundice at 18 months, and chicken-pox at 2; and 
D. W. had a doubtful rubella at 1 and measles at 2. None of 
these illnesses were associated with unconsciousness, pro- 
longed drowsiness, or convulsions, and there is nothing in 
the histories of these 15 children to incriminate early cere- 
bral inflammation as a cause of aphasia. Infective and, 
especially, virus illness in the mother during pregnancy may 
be important, but we have no information on this point. 

Intelligence—The results of the assessment of the intel- 
ligence of the 15 aphasic children are given in Table IV. 
All the I.Q.s are above 90, and therefore all the children 
may be regarded as not below normal so far as their intelli- 
gence is concerned. Non-verbal tests were, of course, used 
to measure the intelligence of these aphasic children. 

Delayed Reading.—This was assessed on the Burt reading 
scalé, and alexia of varying degree was found in 10 of the 
12 children who were of sufficient age for testing. This 
may well continue much longer than the aphasia, and with- 
out special treatment it may prove a serious handicap 
throughout school life. The reading skill shown by these 
10 children is given in Table V. 


Taste V.—The Reading Skills of 10 Children with Developmental 
Aphasia and Alexia (Years and Months) 





Name: | M.B G.D.| D.F.| E.M. pn Dp. K.c|p.w| C.S. | K.S. 











Chronological 
age .. |10-10)12-4 |10-11| 9-4 
Reading age | Nil | 9-3 | Nil | 5+ 








8-2 | 8-2] 8-4| 82 | 9-10} 9-10 
6-8 | 64 Nil | 6-3 | 6-5 | 8-1 





Assessment was made on the Burst scale. In addition, the Vernon and 
Durrell tests were also used in several children. 





Defective Articulation was present in 9 of the 15 aphasic 
children. In two it was a simple dyslalia which responded 
readily to treatment. The remaining seven, including the 
fraternal twins, had an articulatory apraxia. One boy had 
an associated dysphonia, one still stammers under stress, and 
the identical twins have had a slight but persistent stammer 
from the age of 6 years. 

Laterality.—Eight of the 15 are right-sided, one left-sided, 
and six show crossed laterality. This is not dissimilar to the 
pattern found by one of us when testing a large number 
of schoolchildren in this community. 

Delayed and Defective Speech in the Family.—Here again 
our information is almost certainly incomplete. The mother 
of D. W. stammered from 4 until 9. A.W.’s brother, who 
is now 10, was also slow in developing speech, and a 
paternal cousin of K.C. did not begin to speak until the 
age of 5. This is a very different family incidence from 
the children with developmental dysarthria (Morley et al., 
1954), where speech disorders in other members of the 
family were present in more than half. 

We have therefore found no evidence that social class, 
position in family, birth injury, illness during the normal 
period of speech development, laterality, or family pre- 
disposition has any clear relationship to developmental 
aphasia, the aetiology of which remains unknown. 

In view of the considerable delay in starting to speak 
and the continuing difficulties with language which these 
15 children experienced we feel that they probably express 
a true cerebral disorder and not merely the extreme end of 
the normal range of speech development. 


Receptive Aphasia 

(1) N.S., aged 6 years 5 months, the first twin of a 
second pregnancy, was born at the 35th week and weighed 
5 lb. 1 oz. (2.3 kg.). His father is a driver-salesman, and 
both parents are sensible folk with no history of speech 
disorder. The boy's birth was ‘normal and he has been 
healthy since. Until he went to school his parents regarded 
him as more intelligent than his fraternal twin. They had 
noticed that he used gesture a good.deal, but failed to 
recognize that they were also using it readily in return. 
One or two words came late in the second year, but his 
vocabulary did not increase until he was 4. Phrases 
developed in the fifth year, but remained few and far 
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between. He was not silent in his earlier days and often 
“made a lot of noise which no one could understand.” He 
never seemed to understand spoken requests and made no 
attempt to lip-read. He responded quickly to gesture, and 
was so observant that he would often do things without a 
specific request being made. He could not understand the 
other children, and was the “odd man out” in the street 
games, but he was affectionate and helped a great deal in the 
house and garden. If he could not make himself under- 
stood he would often cry, but rarely had a violent tantrum. 
After eighteen months at school his teachers were quite 
unable to teach him. 

He is a friendly boy who is physically normal, hears the 
common sounds of the house, and plays sensibly with toys. 
He does not understand speech beyond a small number of 
nouns, but responds quickly and accurately to gesture. His 
speech consists of a small number of words, and phrases 
which are often noun equivalents—for example, “ sit on” = 
chair, “cut it off ’=scissors, “ goes up in air” =aeroplane 
~and he tends to repeat the word or phrase several times. 
His articulation is good. His I.Q. on two separate occasions 
was 100. Audiometry has proved difficult, and, though there 
may be some deafness, it is quite insufficient to account for 
his delay and difficulty with speech. He would appear to 
be an example of congenital auditory imperception. 


Expressive Aphasia 

(2) A. H., aged 10, is the second child of intelligent pro- 
fessional parents. His birth was normal and general 
development satisfactory. Words began at 20 months, but 
phrases did not follow until after 4. At 6 he still avoided the 
use of verbs, and, though willing to tell a story with gusto, 
got it thoroughly muddled through omitting, transposing, 
and mispronouncing his words. He has normal hearing 
and comprehension, and at 8 years and 10 months his 1.Q. 
was 120. 

He is, however, a tense, restless boy, and recovery may 
have been delayed by his personality and the parents’ desire 
for rapid improvement and academic success. Though his 
speech continues to improve, his mother still considers him 
““a proper Mrs. Malaprop.” His articulation is excellent 
and his mispronunciations are similar to those met with in 
acquired aphasia. Presumably this boy recalls sound 
sequences imperfectly. When he knows exactly what he 
wants to say his speech is sensible and ciear; when he 
cannot get the word or cannot get the right one, distortions 
and substitutions occur and speech is jumbled and confused. 
In writing he expresses himself much more clearly. We 
consider this boy has an expressive aphasia, perhaps arising 
in part from a poor auditory memory for speech. 

(3) E.M., aged 9 years 4 months, is the second child of 
three. His father is a skilled worker and there are no 
speech disorders in the family. His birth was normal and 
general development satisfactory. Three or four words 
came by the age of 2} years, but there was little increase 
until after 4. Phrases began at 5 years and 3 months, and 
following this he developed a dyslalia which cleared within 
the next year. He seemed to understand speech from an 
early age and obeyed verbal requests very readily. He has 
always been a very good-tempered boy. 

He is happy and healthy, with normal hearing. His 1.Q. 
at 8 years and 3 months was 130. From 8 onwards his 
speech has improved, though he is still a boy of few words. 
When excited or anxious his speech may become halting 
and confused. We have regarded this not as a true stammer 
but as the disturbance under stress of a newly acquired and 
precariously balanced function with an underlying impair- 
ment of structural origin. At 9 he still has a severe alexia. 
We regard this boy as essentially an example of expressive 
or motor aphasia with associated alexia. 


Mixed Aphasia 
(4) D. F., aged 10 years 11 months, is the third child in a 
family of five, Both parents are sensible folk and there is 
no history of speech disorder. He was born normally, but 
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had severe whooping-cough at 3 months and measles at 9 
months. After his first year he developed satisfactorily 
apart from speech. Words began at 3 years, but Phrases 
did not follow until 6 years 6 months. Although he under. 
stood some speech before he spoke, his comprehension 
of quite a number of common words was still uncertain 
when first seen in his seventh year. 

He is lively and active, playing well but always talking 
much less than his brothers and sisters. On occasion his 
parents noticed that he whispered to himself as if to ge. 
hearse the word or phrase before using it. At nearly }] 
he is a shy well-developed boy with normal hearing, ang 
no abnormality in his nervous system. His I1.Q. is 109, 
Even when you know him he is taciturn, and has a marked 
economy of phrase. Articulation is still hampered by an 
associated slight apraxia, and he is still unable to read at 
all. This boy has a severe developmental aphasia, alexia, 
and an associated articulatory apraxia, 


Differential Diagnosis of Delayed Speech 

Faced with delayed speech, we. have to decide whether 
this is due to mental deficiency, deafness, developmental 
aphasia, cerebral palsy, maternal deprivation, or in rare 
instances to psychotic illness. Children in whom the delay 
is associated with evident cerebral palsy or cerebral disease 
will have other and more obvious features pointing to those 
conditions. In our attempts to master the natural history 
of speech development and its deviations we have observed 
a variety of children. The study of the 1,000 children in 
Newcastle which has already been mentioned is now in its 
eighth year, and this has provided a representative com- 
munity context for our hospital experience. In addition to 
the 15 children with severe aphasia and the eight with 
aphasia and slight mental retardation, we have observed 
concurrently 13 selected children with varying degrees of 
deafness, five children with dlexia as their only or dominat- 
ing disability, and four children with acquired aphasia after 
head injury or cerebral disease. This experience has made 
us keenly aware of the diagnostic difficulties and pitfalls 
which face the family doctor when he first sees a child 
with delayed speech. 

Mental deficiency is without doubt the commonest cause, 
but information about the child’s general development is 
often hindered by the parents’ natural reluctance to con- 
sider this explanation and the conscious or unconscious 
inaccuracy of their answers. On the other hand, the failure 
of the deaf or aphasic child to understand speech may 
lead all too easily to the false assumption that he is 
mentally defective. To complicate the situation further, 
in all three the absence or limitation of speech rules out 
verbal methods of testing intelligence. 

We have found the following simple questions and 
observations useful in the initial assessment. Does the child 
respond intelligently to everyday sounds ? Does he respond 
to speech, especially when his back is turned, or from 
another room ? Does he watch the speaker's lips ? Does 
he grasp simple and more complicated requests easily or 
with difficulty? How does he make his wants known? 
How do the family respond to him—by speech or by 
gesture? What kinds of play interest him most, and can 
he play for reasonable periods on his own? Does he take 
care of his toys or is he disturbingly destructive 2? What 
is the child’s temperament—sensible, good-humoured, and 
interested, or restless and lacking in attention and concet 
tration? If tantrums occur, are they capricious or only 
related to failure on the part of others to understand what 
he wants ? 

While this history is being taken from the parents the 
doctor can usefully watch the child’s behaviour with the 
toys in the consulting-room. He can then begin the direct 
examination by showing the child a number of familiar 
pictures and asking him to point to the ones he names. 
After this he can be asked to carry out simple requests, 
leading up gradually to a careful examination of the ears 
and the nervous system, with special reference to the range 
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of tongue movements and the presence of spasticity or 
athetosis. If speech is forthcoming its extent and quality 
can be assessed. This initial clinical screening will generally 
need several interviews, and the first’one at least is better 
carried out in the child’s home. This simple clinical 
approach can give useful if limited guidance in many 
children. Suspicion of mental defect will be aroused by 
excessive restlessness, lack of concentration, inability to 
design and sustain individual play for any length of time, 
destructiveness, and capricious emotional behaviour. How- 
ever, the exact diagnosis of moderate mental retardation 
demands expert assessment before suspicion is allowed to 
harden into certainty. 

With severe deafness for all frequencies, the child fails 
to respond to some or all of the everyday noises as well 
as to speech. What is more, he may be so frustrated by his 
failure to understand and be understood that he has violent 
tantrums and may be first brought to the doctor as a be- 
haviour problem. On the other hand, in the child with 
high-frequency deafness, the beginnings of speech are not 
greatly delayed, and so the condition is often missed, some- 
times well into school life. Such a child may be treated 
for defective articulation unless inquiry has recorded that he 
responds well to sounds and music, but hardly at all to 
speech and stories unless he can watch the speaker's face. 
The most difficult children to distinguish from these with 
develepmental aphasia, however, are children with varying 
degrees of partial deafness, particularly with loss in the 
middle frequency range. These children are not silent, even 
though speech is delayed, and sensible parents have often 
failed to recognize the true state of affairs. In any child 
with delayed speech, especially where comprehension is 
defective, hearing must be thoroughly investigated by an 
otologist expert in screening tests and audiometric methods 
suitable for children of different ages. Only in this way will 
these children with partial deafness be discovered and proper 
training instituted, with the use of hearing-aids where neces- 
sary. The distinction between partial deafness and receptive 
aphasia can be particularly difficult and may require further 
observation or even a period of residence in a special school. 
Moor House School is the only school in the country at 
present which caters for the more complex disorders of 
speech. 

Where the delayed speech is due to a mainly expressive 
aphasia there is good understanding for speech, and if the 
child’s intelligence is normal there should be little difficulty 
in its recognition, The psychotic child with delayed speech, 
though uncommon, may go unrecognized for a long time 
under the label of mental defect or behaviour difficulties. 
Gradually, however, a more bizarre pattern of behaviour 
becomes evident and psychiatric help is sought. 


Treatment 


As we believe the delayed development of the use of 
language is the manifestation of delayed neurological 
development, attempts to teach a child to speak will produce 
little result. It is necessary, however, that nothing should 
be done which would hinder the child’s spontaneous develop- 
ment. Overanxiety on the part of the parents, repeated 
attempts to make the child say words, undue attention paid 
to any words he may say, producing self-consciousness, will 
tend to delay rather than assist the development of speech. 
It is, however, necessary to ensure that there is sufficient 
environmental stimulus. The natural urge to speak is usually 
so strong that the child will speak if he can; but contact 
with children of his own age may be helpful, and, without 
producing any undue sense of frustration in the child, the 
mother should not always respond immediately to gestures, 
but should so manage the situation that the child realizes 
the usefulness of words rather than signs. 

An interest in naming objects and pictures may be stimu- 
lated if the child is asked to point to an object named 
rather than asked, until he is ready, to say the word himself. 
A collection of pictures in a scrapbook of his own may also 
help. If the child is more than usually silent and has done 


little or no babbling, it may be possible to encourage imita- 
tation of oral sounds such as consonants or vowels, or 
animal noises, and in one boy of 6} years the ability to 
pick out and make the appropriate sound for a single letter 
is developing before he is able to use words. If the child 
of 5 years understands speech he can attend the normal 
school and can learn even if he cannot speak. If, however, 
use of expressive speech is delayed beyond the age of 6 
years his educational progress will be seriously handicapped. 


Summary 


We have presented our experience of the delayed 
development of speech. The main causes are mental 
deficiency, severe and partial deafness, developmental 
aphasia, cerebral palsy, and, rarely, psychotic illness. 

High-frequency deafness is not associated with any 
great delay in speaking. In spite of traditional objec- 
tions we favour the term developmental aphasia for 
children who are mentally normal, have good hearing 
and no evidence of cerebral palsy or disease, but show 
a considerable delay in the development of speech. We 
have no idea of the true incidence of this condition, 
but the fact that in the past six years we have seen 
15 striking examples and 49 children with a similar 
though less prolonged delay makes developmental 
aphasia a more important cause of delayed speech than 
we expected. 


The help which can reasonably be expected from 
speech therapy has been described. It is important to 
remember that in many of these children there is a 
complicating alexia, and that in some there are diffi- 
culties with articulation as well. 
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Tite British Medical Journal has published some of 
the most important contributions to the knowledge of 
the clinical effects of non-infective thrombosis of the 
intracranial venous structures and the conditions in 
which such thrombosis is likely to occur. Among the 
more comprehensive papers we may recall those of . 
Collier (1891), Holmes and Sargent (1915), Symonds 
(1940), Martin and Sheehan (1941), Martin (1941). 
Full notice is taken of these contributions in the re- 
cent monograph of Garcin and.Pestel (1949), in which 
the whole subject is admirably reviewed. 

There is another smalgroup of cases which I believe 
to be of a similar nature;’and which has been slow to 
receive general recognition. It is a group of cases of 
head injury in which signs of raised intracranial pressure 
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develop—usually at an interval after the injury—without 
signs of any severe intracranial bleeding, and in which 
ultimate recovery occurs without operation. The cases 
(or most of them) have many points of similarity to 
those of “ otitic hydrocephalus ” and similar conditions 
(McAlpine, 1937), and I believe the symptoms are 
attributable to the same disturbance—namely, complete 
or partial obstruction of the superior longitudinal 
sinus. 

Obstruction of the superior longitudinal sinus is 
usually incomplete and gives rise to two syndromes, 
which may occur separately or in combination. Since this 
sinus is the channel into which the cerebrospinal fluid is 
absorbed and in which it mixes with the blood stream, 
obstruction of the sinus causes a stoppage of the absorp- 

- tion of the fluid and a consequent rise of intracranial 
pressure. In such cases the increased pressure of the 
intracranial fluid is the same outside and inside the 
brain, and no dilatation of the ventricles results from 
it (though some may be present from other causes). 
Headache and papilloedema, however, occur and are 
often severe. The obstruction may be in the superior 
sagittal sinus itself, but not infrequently it seems to be 
in the transverse sinus into which the superior sagittal 
sinus turns (therefore usually the right one). 

The other syndrome is a paralytic one resulting from 
obstruction and consequent thrombosis of cortical veins 
which drain into the sinus. Thrombosis of these veins 
gives rise to extensive bleeding because of rupture of 
their tributary venules, both on the surface of the brain 
and, which is more important, within its substance. The 
syndrome was described by Holmes and Sargent during 
the first world war in a classical paper based on a num- 
ber of cases in which the superior sagittal sinus was 
injured or grazed in gunshot wounds of the skull. As 
the affected veins are often those which drain the 
superior portions of the motor gyri, the resulting syn- 
drome, as is now well known, consists of paralysis of the 
legs and (partial) paralysis of the trunk and upper arms, 
with sparing of the hands and face. Convulsions, some- 
times of great severity and duration, may accompany 
the onset. 

Both of these syndromes are met with occasionally 
after closed head injuries, the paralytic syndrome being 
fortunately much rarer than the other. 


Case 1 


A bus-conductor aged about 40 was riding his bicycle 
along a dark avenue leading from the garage when he ran 
into an obstruction: he was thrown over the handlebars 
and evidently fell on his head, and was subsequently found 
lying unconscious on the roadway. He was taken to a local 
hospital, where he was found to have severe abrasions of 
the scalp over the vertex, but x-ray examination revealed 
no fracture of the skull. He soon regained consciousness, 
and for the next twenty-four hours he seemed to be making 
normal progress. On the second day he had a number of 
severe convulsions, and these continued into the following 
day, and thereafter he slowly regained consciousness in the 
course of a week or so. It was then observed that he 
had partial paralysis of both sides of his body, and it 
was discovered that he had severe papilloedema. After some 
further observation and delay—about three weeks after his 
injury—he was transferred to the National Hospital, Queen 
Square, as a supposed case of cerebral tumour. The means 
of investigation in vogue at that time failed to reveal any 
convincing indications for operation, and as the patient 
seemed to be improving none was undertaken. The patient 





gradually recovered ; his headaches and papilloedema syb. 
sided, but he was left with a spastic weakness of his legs, 
trunk, and upper arms, and some slight impairment of 
intelligence and of emotional control. 

Comment.—In the light of the outcome of this case, throm. 
bosis of the superior sagittal sinus seems much the most 
probable diagnosis. The bilateral paralysis, with its charac. 
terestic distribution, and the onset with convulsions are all 
indicative of thrombosis of superior cortical veins in relation 
to the sagittal sinus, and the presence of papilloedema com- 
pletes the syndrome of sagittal sinus obstruction. 


Case 2 


A bus-conductress aged 39 was transferred to the National 
Hospital, Queen Square, fourteen days after an accident in 
which she had fallen in the street and injured her head 
and been rendered unconscious. Immediately after the 
accident she had been admitted to another hospital; she 
had a small laceration of her scalp at the back of her head 
and an underlying haematoma. On recovering conscious- 
ness she was irritable, but presented no signs of gross cere- 
bral injury. Six days after the accident she was examined 
by a neurologist and had then no papilloedema. X-ray 
examination showed a linear fracture on the right side in 
the squamous temporal bone. A day or two before being 
transferred to the National Hospital she became lethargic 
and disorientated, and showed slight rigidity of her neck; 
bilateral papilloedema was present, and she had also bilateral 
weakness of the external rectus muscle of the eye, and weak- 
ness of the right side of the face. 

By the time of her admission to the National Hospital 
she was again correctly orientated and fairly alert. Her 
scalp injury had healed completely. She complained of 
severe headaches and movements of her neck were painful. 
She had bilateral papilloedema with haemorrhages. The left 
external ocular muscle was paralysed and the right one 
partly so: upward movement of the eyes was inadequate. 
She was tender over the right temporo-mandibular joint, 
and the right jaw and right side of the face moved less well 
than the left. She moved all her limbs normally. Her 
tendon reflexes were all weak or absent, but both plantar 
reflexes were extensor. The pressure of the cerebro- 
spinal fluid was 280 mm. of fluid; the effect of bilateral 
jugular compression was to produce a brisk rise in the pres- 
sure, but unfortunately the effects of unilateral jugular com- 
pression were not tested. The fluid contained only one cell 
per c.mm. and 65 mg. of protein per 100 ml. The Wasser- 
mann reaction was negative. The E.E.G. showed much slow 
activity on both sides of the brain, but more on the left 
than on the right. The fracture on the right side of the 
skull extended obliquely across the squamous temporal bone 
and down into the greater wing of the sphenoid. (It there- 
fore did not cross the line of the right lateral sinus.) 

A fortnight after her admission the patient was much 
better. Her headache was minimal, flexion of her neck was 
full and painless, her papilloedema was subsiding, and her 
ocular movements showed great improvement. She was dis- 
charged after a month, fully recovered except for a residual 
haemorrhage in her left retina. 


Case 3 


The patient was a girl of 11 years of age, whom I saw at 
the National Hospital, Queen Square, through the kindness 
of my colleague Dr. J. St. C. Elkington. Three weeks 
previous to her admission to the hospital she fell while 
running, and struck the right side of her head on the pave- 
ment. A passer-by helped her to rise and she went on to 
school. About ten days after the fall she began to com- 
plain of headaches, situated over the right parietal region, 
occurring in the morning and lasting about half an hour. 
Also, a few days after the fall she developed double vision, 
and later slight unsteadiness in walking and running. 
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When examined at the hospital she had bilateral papill- 
oedema, with a-few haemorrhages. and.some exudate round 
the edge of each disk. There was great weakness of both 
external ocular recti muscles and a suggestion of weakness of 
the left half of the face. She showed very slight ataxia in 
movements of the left arm and leg. All her tendon jerks 
were weak or absent, and the plantar reflexes were flexor. 

X-ray examination of the skull revealed a long vertical 
linear fracture on the right side extending from the anterior 
part of the parietai bone down to the mastoid region and 
across the line of the transverse sinus. The E.E.G. was 
normal. Ventriculography showed no abnormality of the 
ventricular system. The fluid withdrawn from the right 
lateral ventricle was faintly blood-stained and contained 
4,100 red blood cells per c.mm., with normal protein. Ten 
days later the C.S.F. pressure measured at lumbar puncture 
was 240 mm. of fluid; the fluid contained no cells, but the 
protein amounted to 80 mg. per 100 ml. The Wassermann 
reaction was negative. Within three weeks the child made 
a complete recovery clinically and before discharge her 
C.S.F. pressure was normal. 


Case 4 


A woman aged 44 was transferred from another hospital 
on September 20, 1950. She had had a bicycle accident on 
August 25 and had been admitted to a local hospital uncon- 
scious, and was slow in recovering : the only external wound 
was a small laceration of her scalp on the right side near the 
back, which required one stitch: this subsequently healed 
perfectly without any sign of infection. After her recovery 
of consciousness headache was continuous, and in the first 
few days she vomited a number of times. X-ray examin- 
ation showed a fracture in the right occipital bone. 

She was kept in bed for three weeks, headaches being 
almost continuous during that time, and she experienced 
some blurring of vision. At the end of three weeks she was 
allowed to sit up in a chair for an hour or two, and while 
doing so she had a fit. It was then found that she had 
marked swelling of both optic disks, with oedema of the 
surrounding retina. Her visual fields were full and move- 
ments of the eye were normal. Power and sensation and the 
reflexes were normal in her limbs with the exception of the 
left plantar reflex, which was extensor. The C.S.F. pressure 
four weeks after her accident was 160 mm. of fluid; the 
fluid contained 214 red blood cells per c.mm. and 45 mg. of 
protein per 100 ml. The Wassermann reaction was negative. 
The fracture of the skull extended vertically throughout the 
length of the right occipital bone, crossing the line of the 
transverse sinus about one inch (2.5 cm.) from the middle 
line of the head. The E.E.G. was normal. 

The patient made a complete recovery without active 
treatment, and left hospital two months from the date of 
her accident with no abnormal physical signs except slight 
residual blurring of the margins of her optic disks. 


Case 5 


In ihis instance the symptoms and signs of obstruction of 
the superior sagittal sinus developed while the patient was 
actually under my observation, and it was the first case in 
which I recognized this condition, which I take to be post- 
traumatic sinus thrombosis. The patient was-an active 
middle-aged woman whom I saw with her doctor in April, 
1940. She had had a fall from her bicycle on the previous 
day and was not seriously injured : she had grazed the right 
‘side of her face and scalp, but in the course of the after- 
noon and night she had developed a very large haematoma 
under the scalp, chiefly on the right side. Twenty-four 
hours after the injury she had little headache and no abnor- 
mal signs referable to her central nervous system. X-ray 
examination of the skull showed no fracture. In the succeed- 
ing week she made good progress and the haematoma under 
the scalp was aspirated under aseptic conditions : at no time 
was there any suggestion of infection in it and her abrasions 





healed quickly. Ten days after the accident she complained 
of severe headache, small ecchymoses appeared in her upper 
eyelids, and her optic disks became blurred and within 
twenty-four hours considerably swollen. No other abnor- 
mal physical signs developed in her central nervous system 
or elsewhere. She was kept completely at rest with mild 
dehydration, and her symptoms and signs disappeared in the 
course of three weeks. 
Comment 


In all of these cases, with the possible exception of the 
first, the accidents were relatively slight—falls when walking 
or cycling—and it may be that the absence of more severe 
injuries allowed the complication we are concerned with to 
be recognized more easily. 

The-clinical features in all the cases are those of obstruc- 
tion of the superior longitudinal sinus, with admittedly some 
additional features in Cases 2 and 3—that is, unilateral 
or bilateral paralysis of the external rectus muscle of the 
eye. The occurrence of these ocular palsies makes the 
diagnosis of sinus thrombosis still more probable, because 


. it is exactly similar to that which occurs in another con- 


dition in which the superior longitudinal sinus is affected— 
namely, otitic hydrocephalus with Gradenigo’s syndrome. 
The paralysis of the abducens nerve has been attributed by 
Symonds (1944) in the otitic cases to thrombosis of the 
inferior petrosal sinus, and it is fully probable that in these 
traumatic cases, similarly, the inferior petrosal sinus, on one 
side in Case 2 and on both sides in Case 3, was thrombosed. 

In all of the cases the course was similar to that which 
we are familiar with in cases of sinus thrombosis due to 
other causes. 

It seems likely that in these cases of closed head injury 
there is as a rule an interval between the injury and the 
onset of the signs of sinus obstruction. In my Case 5 the 
interval was ten days, in Case 2 it was more than six days, 
in Case 1 it was possibly less than 24 hours, and in the 
other cases the history does not enable us to determine it. 

The diagnosis of this particular variety of sinus throm- 
bosis is not at all difficult once the examiner is aware that 
it may happen. The position is analogous to that of otitic 
hydrocephalus, but this traumatic hydrocephalus is more 
likely to be overlooked because the headaches may be attri- 
buted to other effects of the trauma. The rapid onset of 
papilloedema after a head injury, without any localized signs 
to suggest a space-occupying lesion and in the presence of 
a clear cerebrospinal fluid without inflammatory cells, is 
almost sufficient for the diagnosis, but in cases of doubt a 
ventriculogram is required to confirm that the ventricles 
show no deformity. Syphilitic hydrocephalus is now un- 
common, but it is a simple precaution to have the Wasser- 
mann reaction done in all cases. 

My later cases have been treated with magnesium sulphate, 
given at first by rectum and afterwards by mouth, and all 
have recovered without impairment of sight. In a case 
characterized by convulsions—for example, Case 1—an anti- 
coagulant such as ethyl biscoumacetate (“ tromexan”) might 
be prescribed in the hope of preventing further venous 
thrombosis, provided there was no longer any reason to fear 
haemorrhage from other effects of the accident and pro- 
vided adequate control of prothrombin or of clotting-time 
could be exercised. 

The factors responsible for the thrombosis in these cases 
call for some brief discussion. In two of the cases I have 
cited there were fractures which crossed the line of the right 
transverse sinus, and in a third case there was a fracture on 
the right side extending across the squamous temporal bone 
into the greater wing of the sphenoid. If thrombosis 
occurred in the two former cases in the transverse sinus it 
was probably a consequence of injury of the dura forming 
the wall of the sinus. But for the dura to be damaged it is 
not necessary that the bone against which it lies should be 
fractured. The damage to the dura may be a result of the 
deformation of the skull at the time of the injury, and, in 
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fact, I have once seen a small longitudinal tear in the lateral 
sinus in a case of head injury without any fracture of the 
skull. In Case 2 there was a fracture on the right side of 
the skull, showing that severe stress must have occurred in 
the neighbourhood of the lateral sinus, and it seems to me 
probable that the dura forming the wall of the sinus was 
damaged by the same deformation as caused the fracture in 
the squamous bone. 

In some, and probably all, of these cases there were 
abrasions or small lacerations of the scalp, and in one case 
a very large haematoma underlying it. In no case was there 
obvious infection. Thrombosis may have extended inwards 
from damaged small veins passing into the diploé, and 
thence the thrombus may have extended into the sagittal or 
transverse sinus. In some of the cases of Holmes and 
Sargent (1915) the outer table only of the skull was damaged, 
a gutter being left with diploé in its base, and it was evident 
that such wounds were sufficient to cause thrombosis in the 
sagittal sinus by spread from the vessels of the diploé. In 
Case 5 of this series the haematoma under the scalp prob- 
ably arose from torn emissary veins, and the damaged 
vessels would afterwards become thrombosed. Such exten- 
sion of thrombosis must therefore be taken into consider- 
ation. Moreover, we know that when infection is present 
this mode of extension of thrombosis is frequent and pro- 
vides a potent vehicle for the transference of infection 
(Turner and Reynolds, 1931). In this way infection is con- 
veyed from the mastoid cells into the substance of the brain, 
to give rise to a cerebral or cerebellar abscess, and in this way 
infection is conveyed from a pustule on the face, to cause 
thrombosis and infection of the cavernous sinus. If there 
had been any evidence of sepic infection in our cases we 
would have had to admit this mode of spread, and possibly 
it may have obtained even though there was no sepsis. Non- 
septic infection may have been present, or the clot may have 
spread without any infection. If, however, extension of 
thrombosis by way of diploic vessels were an important 
factor in causing sinus thrombosis after trauma one would 
expect this complication of head injuries to be much more 
frequent than it is, since abrasions or lacerations of the 
scalp are seldom lacking. 

On the whole, therefore, it seems likely that injury of the 
dura is the more important of these factors. 


Summary 


Five cases are described in which signs and symptoms 
attributed to obstruction of the superior longitudinal 
sinus occurred after closed-head injuries. In four of 
the cases the manifestations were closely comparable to 
those of otitic hydrocephalus: in the remaining case 
the full syndrome described by Holmes and Sargent 
developed. 

Damage to the dura in the wall of a sinus and exten- 
sion of thrombosis inwards from abrasions of the scalp 
or damaged emissary veins are probably the most 
important ‘factors causing sinus thrombosis in such 
cases. 

Since the superior longitudinal sinus usually turns 
into the right transverse sinus, a major importance, so 
far as this complication is concerned, attaches to in- 
juries in the neighbourhood of the right transverse sinus. 


AppENpDUM.—Foley, J. (Brain, 1955, 78, 1) has described 
similar cases of benign hydrocephalus following head injury. 
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CHLORPROMAZINE AND OPERATIVE 
STRESS IN A TROPICAL HOSPITAL 


BY 
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Consultant Anaesthetist, University College Hospital of the 
West Indies ; Lecturer in Anaesthesia 


In Jamaican patients of the poorer classes the reaction 
to surgical intervention is excessive and therefore 
dangerous, Ill-judged or badly administered anaesthesia 
or inefficient resuscitation quickly leads to circulatory 
collapse ; violent fluctuations in blood pressure are the 
inevitable result of moderate traction on abdominal 
viscera ; and even the biochemical effects of anaesthesia 
and surgery are more pronounced than in the European 
patient. 

Sudden circulatory failure may follow a long or short 
period of bad anaesthetic management, but it is more 
often due to. a combination of slow haemorrhage and 
autonomic reflexes from the operation site. These re- 
flexes may stall the heart by direct action through its 
control mechanism, or the main effect may be on the 
peripheral vascular bed, which becomes so expanded that 
the heart receives too little blood to carry on its own 
circulation. Prolonged anoxia due to undetected or 
uncontrolled bronchospasm, in an otherwise healthy 
patient, may cause death towards the end of a long 
operation. In none of these cases does the pathologist 
find a plausible cause of death. Malnourished elderly 
patients suffering from slow haemorrhage cannot with- 
stand sudden peripheral vascular dilatation, nor can the 
effects of sixty years of undernourishment be corrected 
by two weeks in hospital and two pints (a litre) of 
blood. 

Anaesthetic and resuscitation methods in this hospital 
do not differ materially from those in Great Britain 
except that low spinal or extradural blocks are more 
often employed in superficial operations. 

For the past three years efforts have been made to 
develop anaesthetic methods which would not worsen 
the poor risk presented by the patient of 60 suffering 
from nutritional anaemia or nutritional cirrhosis of the 
liver, with alteration in the serum protein ratio and a 
systolic blood pressure fluctuating, even under resting 
conditions in the ward, by 40 mm. Hg. Spinal analgesia 
was tried in combination with light general anaesthesia, 
but it was not found effective in stabilizing the circula- 
tion—even in pelvic operations. The post-operative con- 
dition of patients given deep ether or cyclopropane 
anaesthesia would not be regarded as satisfactory by an 
anaesthetist, and in many cases their use during opera- 
tion is precluded by the diathermy. The nearest 
approach to a solution of the problem was found in the 
employment of what is now a familiar technique: induc- 
tion of anaesthesia with thiopentone and maintenance 
with nitrous oxide and pethidine usually combined with 
a relaxant. This has reduced but not abolished the 
incidence of dangerous vasomotor reactions. The 
appearance of a group of drugs which were claimed to 
abolish or at least damp excessive autonomic reaction to 
Operative stress was welcomed. 


Racial Reactions to Anaesthesia 


It is unfortunate that little work has been published on the 
reactions of a population such as the Jamaican to surgery 
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and anaesthesia, for the clinical picture is sharp and the 
results of effective or ineffective treatment are unmistakable. 

Barlow et al. (1953), in South Africa, state that race influ- 
ences mortality from anaesthesia and that in the metropolitan 
countries the death rate for negroes during surgery is un- 
doubtedly higher than for Europeans. Trent and Gaster 
(1944) report that in the United States a study of 54,000 
anaesthesias showed that, while only 15% of the patients 
were negroes, 66% of the operating-room deaths occurred 
jn them. Figures from South Africa indicate a death rate 
of 17.6 per thousand on the table, or non-recovery from 
anaesthesia, in Africans. This was reduced by careful resus- 
citation before and during operation and by better anaes- 
thetic management to 3.9 per thousand (Barlow et al., 1953). 
Meltzer (1947), also from South Africa, reports the death 
rate from anaesthesia in Africans as 7.45 per thousand, 
the corresponding rate for local Europeans being 1.6 
per thousand. There is, however, some evidence that 
Europeans living in a tropical climate have a higher operative 
death rate than those in their home countries. 

The original French reports on the phenothiazine group 
of drugs give the impression that the nitrous-oxide—pethi- 
dine-relaxant technique was not familiar there ; moreover, 
the large number of drugs used in the “lytic mixtures,” 
which include pethidine, arouses some doubt about which 
drugs were responsible for the alleged reduction in surgical 
shock. The common-sense treatment of haemorrhage is to 
replace the blood lost before the physiological balance of 
the body is upset and the “chain” reaction following the 
“alarm” has been set in motion. The prolonged ill effects 
of overaction of the sympathico-adrenal system is only now 
being appreciated by surgical and anaesthetic staff. It is not 
intended to discuss the genesis of operative stress in this 
report, but there is biochemical evidence that, in patients 
undergoing surgery here, there is excessive action of the 
sympathico-adrenal system, commencing shortly after 
incision and lasting long after the operation is over (Keating 
and Hill, 1955). It is well to point out that sympathetic 
activity does not always cause a rise in blood pressure, and 
the sudden fall in blood pressure due to traction and irri- 
tation of the sympathetic ganglia may well be due to action 
of the vasodilator nerves repcerted by Uvniis (1954) to exist 
in the sympathetic system. 


Properties of Chlorpromazine 


Patients subjected to sympathetic ganglion block to reduce 
haemorrhage during operation appear to be in exceptionally 
good condition after operation—better than can be explained 
on the grounds of reduction of blood lost. In a few instances 
patients suffering from severe haemorrhage have been 
successfully treated by ganglioplegic drugs (Wyman, 1953). 
Overactivity of the sympathetic system decreases survival 
rates in animals subjected to stress, and they may be pro- 
tected by sympathetic block (Goldstein ef al., 1952; Sawy2r 
and Parkerson, 1953). Overactivity of the system also 
accelerates the onset of shock from haemorrhage or muscle 
trauma in intact dogs (Swingle et al., 1938; Wiggers et al., 
1947). Anaesthetists have naturally been unwilling to put 
theories arising from these discoveries to the test in the 
human patient. French military surgeons did, however, use 
chlorpromazine to treat battle casualties in the Far East. 
This drug superficially resembles the ganglioplegics and pos- 
sesses an anti-adrenaline action in animals (Courvoisier et al., 
1953). It has other useful effects in anaesthesia too : it pro- 
tects the heart against chloroform—adrenaline fibrillation, 
potentiates the common analgesic drugs, depresses meta- 
bolism, and increases the survival rate in animals subjected 
to oligaemic shock ; but those who have followed the pub- 
lished reports on cyclopropane since its introduction a score 
of years ago will appreciate the difficulty in estimating the 
value of new anaesthetic drugs and methods in the human 
subject. 

Numerous faveurable reports and reviews concerning the 
actions of chlorpromazine have appeared in the more widely 


read journals, and it is no longer necessary to enumerate all 
its pharmacological actions in a clinical report. That it has 
an important depressant action on the hypothalamic nuclei 
controlling the neuro-vegetative system appears probable 
(Laborit, 1954), and it is interesting that damage to this area 
of the brain can produce acute or chronic dysfunction of the 
lungs, liver, kidneys, and coronary circulation (Mosinger, 
1952), hence its use in the treatment of neuro-vegetative 
diseases of these organs. The sudden peripheral failure of 
the circulation occurring in patients is familiar to the anaes- 
thetist working with a neurosurgical team. This effect is not 
produced by chlorpromazine, but it does appear in a modi- 
fied form if a relative overdose of the drug is given. 

Chlorpromazine hydrochloride (“ largactil””) has been used 
in this hospital for nearly two years, mainly in patients in 
whom violent blood-pressure fluctuations might endanger 
life. To avoid the confusion of polypharmacy and to deter- 
mine the value of the drug, chlorpromazine alone was used 
as a supplement to the standard anaesthetic sequence, the 
precise action of which has by now become familiar. 

As the reactions of our patients cannot be predicted on the 
basis of reports originating in Europe, it was decided to 
begin with small doses of chlorpromazine given intraven- 
ously half an hour before operation. The amount was 
gradually increased in the course of several months. If 
accidents are to be avoided the dosage of new drugs should 
be evolved for the local population slowly and by careful 
trials. No deaths which could be attributed to the anaes- 
thetic or chlorpromazine occurred, although most of the 
patients were poor risks, few had a normal haemoglobin or 
blood protein level, and many showed biochemical or macro- 
scopic evidence of liver damage. Special care was taken to 
avoid anoxia and to replace immediately all blood lost. 


Present Investigation 


This report is mainly concerned with a series of 150 
patients given chlorpromazine as a supplement to nitrous- 
oxide—pethidine-based anaesthesia. The Table shows the 
type of operation and the number of patients in each group. 
In addition, 12 patients were given chlorpromazine as a 
supplement to spinal block administered for hernia opera- 
tions. All were low- or medium-level blocks. 


Type of Operation Performed in 150 Cases 


Cholecystectomy , sid 6 Excision of melanoma 2 
Abdomino-perineal resection Partial cystectomy 2 

of rectum .. ee aa 8 Gastro-enterostomy .. 7 
Abdomino-sacral excision of Laparotomy .. - ‘ 12 

rectum... be e 1 Amputation of penis ” 2 
Ocsophagectomy 3 Suture of perforated stomach 1 
Thoracotomy 5 Total gastrectomy .. <p 2 
Hysterectomy it ci 5 Amputation of I oe 1 
Wertheim’s hysterectomy ,. . 3 Reconstruction of urethra .. 2 
Partial gastrectomy A 29 Elephantiasis of scrotum 
Resection of colon .. 4 (plastic repair) ‘ 2 
Resection of mandible 5 Spinal fusion .. 4 
Thyroidectomy és & Pneumonectomy 3 
Anastomosis of bowel 2 Lobectomy 4 
Radical mastectomy il Thoracoplasty 2 
Yrostatectomy 14 





Dosage of Chlorpromazine 

The trial period showed that the pre-operative dose of 
chlorpromazine should lie between 50 and 100 mg. and that 
it was best given intramuscularly about two hours before 
the arrival of the patient in the theatre. The smaller dose 
was used in the elderly or hypertensive patient. When the 
effect was considered to be insufficient a further 25 mg. was 
given slowly intravenously, if possible half an hour before 
operation. Atropine, scopolamine, and narcotics were not 
found necessary after the preliminary trials. However, 
patients did vary appreciably, and to a great extent unpredict- 
ably, to this dosage, especially those suffering from hyper- 
tension. If, as is possible, the drug is altered in some way 
in the body before producing its characteristic effects, the 
high incidence of liver disease may account for the varying 
effects on the blood pressure. Patients under 45 were often 
alert though not nervous before operation, and psychic 
depression did not appear to be closely related to the blood- 
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pressure changes. No obvious reduction in the quantities of 
analgesics required to maintain anaesthesia was noted, but 
patients vary widely in their requirements of these drugs 
during surgery. If supplementary chlopromazine is needed 
during operation it should be given intravenously, and a 
minimum period of at least fifteen minutes is essential be- 
tween successive injections if marked post-operative depres- 
sion of blood pressure is to be avoided. 


Blood Pressure 

A fall in blood pressure is the rule after premedication, 
especially in hypertensive patients, who show this effect with 
very moderate dosage of narcotics. The average pre- 
operative blood pressure in our patients before being given 
premedication was 135/75 mm. Hg.; half an hour after 
premedication the average systolic pressure was 25 mm. Hg. 
lower. In this group the pressure-drop from chlorpromazine 
did not exceed this figure. In 23 elderly hypertensive patients 
given atropine, 1/100 gr. (0.65 mg.), and morphine, 1/6 gr. 
(11 mg.), the average fall in systolic blood pressure was 51 
mm. Hg. Sixteen hypertensive patients given chlorpromazine 
did not show a greater fall than this figure, but two had 
what was regarded as a dangerous fall in pressure and re- 
quired L-noradrenaline to restore it to a safe figure. It is 
difficult to estimate the dosage for this group: too little 
allows the patient to reach the theatre in a nervous state, 
while a slightly increased dose produces severe hypotension. 

This study has directed attention to the effects of narcotics 
on the immediate pre-operative blood pressure. It is, of 
course, well known that they cause a fall, but the extent of 
this fall in the hypertensive patient is not always appreciated. 
In most patients the blood pressure returned to a safe 
figure within thirty minutes of the beginning of operation. 
In the dosage used chlorpromazine did not show a clear 
advantage over pethidine in equal dosage in stabilizing the 
blood pressure; and sharp changes in an upward direction 
still occurred. 

Eosinophil Count 

It has been stated that the eosinophil count is a useful indi- 
cation of adrenocortical secretion during surgery (Dougherty 
and White, 1944; Hills et al., 1948; Thorn et al., 1948; 
Almy and Laragh, 1949 ; Roche ef al., 1949). A fall of 50% 
in the absolute eosinophil count is regarded as evidence of 
cortical activity. Estimations of the uric acid/creatinine ratios 
in the urine were not done, and it must be admitted that 
the eosinophil count alone is not a reliable index of corti- 
cal function (Best et al., 1952 ; Meyer, 1953). Total eosino- 
phil counts were carried out during operation in 25 patients. 
In 15 no fall in the count occurred, in five the fall was less 
than the critical 50% and only in five did a 50% or greater 
fall occur. In 32 controls a fall in the total eosinophil count 
of 50% or over occurred, but this was delayed in 17 for up 
to two hours after operation. It is not possible to carry out 
biochemical estimations of the blood or urinary cortical hor- 


mones here. In all patients the white-cell count rose during 
operation. Haematocrit readings did not appreciably affect 
the results. Further investigations into the effects of chlor- 


promazine on adrenocortical function are required. 


Effect on Blood Sugar and Pulmonary Activity 

The blood sugar in Jamaican patients rises sharply during 
operation even when ether and similar volatile anaesthetics 
are not used. This effect is much more marked than in 
European patients undergoing similar operations under the 
same anaesthetic. The effect is certainly mediated through 
the sympathetic system, for it can be prevented by high spinal 
block or by ganglion-blocking drugs like hexamethonium or 
“arfonad.” It is not suggested that chlorpromazine has a 
similar action as these drugs, but it was thought that it might 
have a similar effect on the blood sugar. Estimation of the 
blood glucose levels was made in 21 patients undergoing 
major operations in this series. In two only was there no 
significant rise in blood sugar; in 12 it rose to over double 
the pre-operative level; in five the rise was 50% above 


a 
the fasting level, while two showed a 30% rise. These 
figures may be regarded as usual for our patients under. 
going major surgery. Chlorpromazine itself causes a slight 
rise in blood sugar. We have not found that chlorpromazine 
prevents the rise in blood sugar resulting from operative 
Stress. 

The effects on pulmonary activity under anaesthesia are 
well marked. Only two patients in the series developed 
severe bronchospasm, but one was a “wet lung case” jn 
which chlorpromazine alone was used as premedication. A 
subsequent operation in the same patient with an increase jp 
the dosage was not attended by bronchospasm. A period of 
depressed respiration or apnoea requiring respiratory assis. 
tance is common after induction with thiopentone and pethj- 
dine. This was not usual with chlorpromazine. The stimy- 
lant effect on respiration attributed to the antihistamine group 
of drugs may be due to a local anaesthetic effect on the 
stretch receptors in the lungs (Dawes and Comroe, 1954), and 
certainly a lack of resistance to manual inflation of the lungs 
is well marked. None of the patients developed post-opera- 
tive pulmonary complications, but these are uncommon in 
this hospital irrespective of the anaesthetic used. Atropine 
was not used with chlorpromazine after preliminary trials, as 
the drying effect of the latter drug is sufficient in itself. 


Other Effects 


The bright red colour of the wound or operation field is 
characteristic and may be due to a reduction in the vaso- 
constriction common after injury to tissue. There were no 
complaints of excessive bleeding. After the initial fall in 
blood pressure due to premedication, a return to normal 
began within fifteen minutes of the incision. Although a 
rise above the immediate pre-operative level followed the 
incision, in elderly hypertensive patients it never reached the 
norm for the patient, and indeed remained low for up to 
forty-eight hours. 

In two such patients who had not lost blood it was con- 
sidered that the pressure was too low for safety and they 
were treated with L-noradrenaline (“ levophed ”) successfully, 
No instance of failure of the blood pressure to respond to 
noradrenaline occurred, nor were excessive quantities of this 
powerful drug required. The pressor response inversion to 
noradrenaline, reported by Melville (1954), was not encoun- 
tered. 

Spinal anaesthesia below the level of T8 was supple- 
mented by chlorpromazine in 12 instances. The fall in 
blood pressure due to the spinal block was aggravated by 
chlorpromazine, but not to an extent requiring treatment. 
The nausea occasioned by traction on peritoneum did not 
occur, and the patients slept throughout operation. The 
dose was 25 mg. given intravenously. 

Intubation with the aid of succinylcholine was easy, but 
no reduction in the incidence of coughing or bucking from 
the foreign body in the trachea was noticed. 

The effects of anaesthetics on the heart are naturally of 
concern to the anaesthetist, especially as pethidine and chlor- 
promazine belong to a group of drugs with similar action oa 
the myocardium. The synergistic toxic effects of this family 
of drugs are of importance in cases where the heart muscle 
is already diseased (Calesnick ef al., 1952). Finkelstein ef 
al. (1954) point out that in the cat heart papillary muscle 
preparation of Cattell and Gold chlorpromazine in a concen- 
tration of 0.1 to 0.5 mg. per 100 ml. in the bathing solution 
causes a negative reversible inotropic effect with a 40-60% 
reduction in the contractile force and decrease in the irti- 
tability of the muscle. Courvoisier (1953) found no electro- 
cardiographic evidence of cardiac damage with clinical 
dosage in animals, but the existence of a normal E.C.G. does 
not necessarily prove that a drug is not a cardiac poison. Six 
patients had E.C.G. records made before and after the intra- 
venous injection of 50 mg. of chlorpromazine. In one no 
abnormal effects occurred ; four showed a slightly prolonged 
Q-T interval, but in one patient who was hypertensive the 
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T interval was markedly reduced. I am indebted to 
Dr. Bunjé, lecturer in medicine, for reports on these. 

The post-operative condition of the majority of patients 
was satisfactory, but they tended to lie still for prolonged 
periods and required careful watching to ensure a clear air- 
way. Recovery is not so rapid as after nitrous oxide and 
pethidine, but less sedatives are required post-operatively. 


Summary 

Chlorpromazine has been used before and during 
induction of anaesthesia in 150 serious-risk patients in 
a tropical hospital with a view to reducing the incidence 
of sudden alterations in blood pressure due to over- 
sensitive autonomic reflexes occurring during major 
operations. It was not found possible to obtain figures 
which would show an obvious improvement over the 
standard technique using nitrous oxide and pethidine, 
and premedication with the opium alkaloids and scopol- 
amine. Nevertheless, the drug is still being used, 
especially as a premedication before chest surgery. 
Overdosage is associated with hypotension and responds 
readily to a L-noradrenaline (levophed) infusion. 


I am indebted to Messrs. May and Baker for initial supplies 
of largactil. 
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The assistance which the World Health Organization gives 
to educational institutions, particularly to medical schools, 
is reviewed in the Chronicle of the World Health Organiza- 
tion for May (Geneva, Is. 9d.). Political and economic 
changes resulting in a sudden shortage of senior teaching 
personnel, or recognition of academic insufficiency in their 
institutions, may induce governments to ask W.H.O. to assign 
them a visiting professor. During 1954 thirty-eight such 
assignments were made and a total of 515 “ professor- 
months” spent on the project. Short visits by eminent 
scientists to underdeveloped countries were also arranged. 
The aim of the visiting professor is to help develop the local 
staff and to train someone to succeed him. The greatest 
deficiencies have been in the medical schools, where during 
1952-4, 227 “ professor-months ” have been spent. A card 
index of experienced teachers willing to go abroad under 
W.H.O. auspices has been prepared, as well as an inventory 
of equipment needed for teaching medical subjects, in which 
the cost of each article is indicated.. Where needed, medical 
literature, laboratory apparatus, and diagnostic and thera- 
peutic instruments are sent with the professor, who trains 
the local faculty to use them. In Burma, Ethiopia, and 
Nepal institutions have been set up for training auxiliary 
staff to help in health work. 


DESENSITIZATION OF NURSES 
ALLERGIC TO PENICILLIN 
REPORT OF A CASE 
BY 


B. J. O’DRISCOLL, M.D. 
Physician, Central Hospital, Galway 


“ The position with regard to desensitization is confused. 
Some dermatologists state roundly that it is useless” 
(Ministry of Health; 1953). The chief object of the 
present article is to prove that nurses can be desensitized 
to penicillin—although desensitization of a nurse may 
be somewhat more difficult than desensitization of a 
patient. 

When penicillin was first used for treatment it was 
thought to be completely non-toxic. Although time has 
on the whole justified this assumption, it was soon found 
that some patients are already, and that others become, 
hypersensitive to the antibiotic. The Ministry of Health 
report shows that many nurses have had to abandon 
their career on account of sensitivity to penicillin. 


Review of the Literature 


O’Donovan and Klorfajn (1946) successfully desensitized 
a patient by giving repeated doses of penicillin by mouth. 
Peck et al. (1947) evolved a technique for desensitization 
by giving progressively larger subcutaneous doses of penicil- 
lin, Garai (1949) found that a patient who was sensitive 
to sodium and potassium penicillin was insensitive to the 
calcium salt, and desensitized him with gradually increas- 
ing subcutaneous doses of calcium penicillin. Kalz and 
Prichard (1952) published reports of cases of penicillin sensi- 
tivity that were relieved by antihistamines. Maslansky and 
Sanger (1952) found that penicillin is less likely to cause 
reactions when it is mixed with an antihistamine. They 
believed that the addition of the antihistamine rendered the 
penicillin less prone to cause reactions. Beck (1953), how- 
ever, showed that an antihistamine is as effective in prevent- 
ing reactions to penicillin when it is given intramuscularly 
before the penicillin as when it is given mixed with it. 

Roberts (1953) desensitized three workers in a penicillin- 
manufacturing plant with increasing doses of penicillin, 
using antihistamines to control the reactions and continu- 
ing the maximum doses for several months at decreasing 
intervals. Crofton (1953) showed that the antihistaminic 
action of diphenhydramine hydrochloride (“ benadryl”) did 
not interfere with the desensitizing property of streptomycin. 
Balme and Dormer (1954) were similariy able to eliminate 
the antihistamine from a mixture of mepyramine maleate 
(“anthisan ”) and penicillin when they had given maximum 
doses of the antibiotic to a penicillin-sensitive patient. 


Case Report 


On February 19, 1954, a nurse aged 24 was referred for 
treatment because her face swelled every time she came 
near penicillin. 

She started training in April, 1949. One year later her eye- 
lids swelled occasionally. Some months after this her eyelids 
swelled immediately she took penicillin tablets for a sore 
throat, and the swelling lasted for some days. It was then 
she noticed that the swelling of the eyelids always occurred 
after she had given penicillin injections. Consequently she 
avoided giving penicillin, so far as possible, during the 
remainder of her training. When she had qualified as a 
general nurse she did her midwifery training. During that 
time she never handled penicillin and her face never troubled 
her. In February, 1953, she took up duty in a nursing-home. 
Two weeks later her eyelids began to swell, and in a further 
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week she had to give up her work as her eyes were nearly 
closed. The swelling remained for a week, although she 
took mepyramine maleate tablets. In December, 1953, tired 
of idleness, she decided to give nursing another trial. She 
went back to duty in the nursing-home, and, although a 
considerable quantity of the antibiotic was used there, she 
avoided giving penicillin injections. One hour after she 
had gone home from work on her first day’s duty her eye- 
lids began to swell. She had not done any nursing from 
that time until she was referred for treatment. 

A person who was presumably insensitive to pencillin was 
used as a control in all the tests. 

Patch Test.—Fifty per cent. penicillin soaked in lint 
strapped to the back for 24 hours produced no reaction. 

Intradermal Tests.—The patient waited in an office while 
the dilutions were made up in the following manner in the 
ward. One mega unit of penicillin was diluted to 10 ml. 
with distilled water so as to give a solution of 100,000 units 
per ml. Then 1 ml. of this was aspirated into a syringe and 
distilled water was aspirated up to the 10-ml. mark, giving 
a dilution of 10,000 units per ml. Dilutions of 1,000 and 
100 units per ml. were similarly prepared: (1) 10 units of 
penicillin in 0.1 ml. of distilled water produced no re- 
action ; (2) 100 units produced no reaction; and (3) 1,000 
units caused a brawny swelling 5 cm. in diameter sur- 
rounded by a large area of redness in four hours, and the 
eyelids became itchy and swollen. On the following day, 
as the eyes were nearly closed, chlorcyclizine hydrochloride 
(“ histantin "), 100 mg., was given by mouth three times 
daily and the swelling disappeared in a few days. 


Desensitization 


The nurse was treated as an out-patient, as she was not 
keen on entering hospital. All penicillin was given into 
the deltoid muscles at the patient's request. The follow- 
ing doses were given, on succeeding days except where 
otherwise stated. 

(1) 200 units (0.2 ml. of the 1,000 units per ml. dilution). This 
was double the amount of the strongest dilution that did not 
produce a reaction in the skin test. 

(2) 400 units: no reaction. 

(3) 1,000 units: no reaction. 

(4) 2,000 units: the eyes were itchy in the evening but felt 
normal the following morning. 

(5) 2,000 units: no reaction. 

(6) (a) A 50-mg. chlorcyclizine tablet given before penicillin, 
before lunch, and before tea. This dose was repeated daily. 
(6) Penicillin, 4,000 units: no reaction. 

(7) 10,000 units: the eyes were red and itchy six hours Jater 
and were normal the following morning. 

(8) (a) Two 50-mg. chlorcyclizine tablets given three times a day 
and repeated daily. (5) Penicillin, 10,000 units, no reaction. 

(9) 20,000 units caused intense burning and swelling of the 
eyelids. On the following day, as the eyelids were still swollen, 
no injection was given. Promethazine hydrochloride (“ phener- 
gan"), 50 mg. at night, was prescribed in addition to 100 mg. 
of chlorcyclizine thrice daily. 

(10) Next day 20,000 units: no reaction. 

(11) 30,000 units caused the eyelids to become red and itchy. 

(12) 30,000 units two days later: no reaction. 

(13) 40,000 units: slight itching of eyelids. 

(14) 60,000 units: itching of eyelids. 

(15) 90,000 units: slight reaction. 

(16) 130,000 units: slight reaction. 

(17) 190,000 units: slight reaction. 

(18) 250,000 units: (@) the eyelids were very itchy and swollen ; 
(b) the skin became itchy, red, and swollen at the site of the 
skin tests; (c) granular swellings appeared between the fingers 
like cheiropompholyx; and (d) the patient was very nervous and 
trembling, and the pulse rapid. 

(19) 250,000 units again two days later: reaction was similar to 
that on the previous occasion but not so severe. 

(20) It was decided to try the effect of injecting an antihist- 
amine intramuscularly, and no further antihistamines were given 
by mouth. (a) 100 mg. of antazoline (“ antistin ) intramuscu- 


larly, (b) 350,000 units of penicillin immediately afterwards pro- 
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duced no reaction. The patient said that she had felt drowsy 
while taking the antihistamines by mouth but was quite aler 
now. 

(21) 700,000 units after antazoline, 100 mg.: the eyes itchy for 
a few hours. 

(22) Antazoline, 100 mg. intramuscularly; penicillin, 700,000 
units, caused no reaction. 

(23) Antazoline, 100 mg., and penicillin one mega unit: no 
reaction. 

(24) Antazoline, 50 mg., and one mega unit of penicillin: no 
reaction. 

(25) Antazoline, 25 mg., and one mega unit of penicillin: no 
reaction. 

(26) Antazoline, 10 mg., and one mega unit of penicillin: no 
reaction. 

27) One mega unit of penicillin without antihistamine caused 
no reaction. 

Final Tests.—Penicillin, 10,000 units intradermally, caused 
the same reaction in the patient and the control. It con- 
sisted of redness about 2 cm. in diameter at the site of 
injection and had disappeared on the following day. This 
was probably due to chemical irritation of the penicillin, 
On April 26 the nurse took up duty in a fever hospital, 
She has given a considerable amount of penicillin arid has 
had no reaction for more than a year. On December 9 
10,000 units of penicillin intradermally caused no reaction 
apart from that produced in the control. 

Discussion 

It is obvious that a nurse can be desensitized to penicillin, 
Inadequate doses explain at least some of the failures in 
penicillin desensitization. For example, Farmer (1953) did 
not go beyond 5,000 units, and it is not surprising that 
contact symptoms recurred. 

Antihistamines are far more effective in preventing re- 
actions when given intramuscularly. Thus, antazoline, 
100 mg. intramuscularly, was more effective in prevent- 
ing a reaction in this case than promethazine, 50 mg., and 
chlorcyclizine, 300 mg., by mouth. This is surprising, as 
promethazine is 14 times more potent by mouth than 
antazoline (Wilson and Schild, 1952). It is not necessary 
to give the antihistamines in the same syringe with the 
penicillin, although this technique may have the advantage 
of reducing the number of injections. 

Thus the technique recommended is to begin with double 
the dose of penicillin which caused no reactions in the tests, 
Keep doubling the dose every day until a reaction occurs, 
Then give an antihistamine intramuscularly either before or 
in the same syringe as the penicillin. This procedure has 
been found to shorten dramatically the time required to 
effect desensitization to streptomycin and para-aminosalicylic 
acid. 

One may ask, Is desensitization permanent? Certainly, 
inadequate desensitization does not last; Crofton (1953), 
however, says that a nurse has been free from symptoms 
for three years after he had desensitized her to streptomycin. 
It may be possible to desensitize a nurse by giving increas- 
ing doses of pencillin. by mouth, using antihistamines to 
control reactions. 

The negative patch test in this case is possibly explained 
by the hypothesis that it is the blood vessels in the dermis 
which are sensitized, as suggested by Farmer (1953). A 
patch test applied where the skin was most sensitive to 
penicillin would probably have been positive ; this, how- 
ever, would have necessitated the callous procedure of 
applying the penicillin to the face. - 


Summary 
Tests show that it is possible to desensitize a nurse 
who otherwise would have to give up her profession on 
account of reactions to penicillin. Previous failures were 
possibly due to inadequate dosage. 
Details of the technique used in a successful case 
are recorded. Twenty-seven injections of progressively 
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increasing doses of penicillin were given, usually at daily 
intervals, and antihistamines were used to prevent 
reactions. 

Antihistamines are much more effective when admini- 
stered intramuscularly ; indeed, if one gives them by that 
route from the time the first reaction occurs one may 
desensitize a nurse in a fortnight. 

Patch tests are not reliable. 
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Medical Memoranda 





Absolute Neutrophil Leucopenia after Uncontrolled Use 
of Amodiaquine 


A very wide range of drugs have been found capable of 
causing depression of the myeloid functions of the bone 
marrow with the development of agranulocytosis. So far 
as I am aware, no case has been reported following the 
administration of amodiaquine (4-(3-diethylaminomethyl-4- 
hydroxyanilino)7-chloroquinoline). In view of the wide- 
spread use of this very effective schizonticide in malaria, 
the case reported below stresses a possible danger in its 
uncontrolled administration without medical supervision. 


Case HISTORY 


A female European child aged 2 years was seen in the 
out-patient department of Wankie Colliery Company, 
Southern Rhodesia, on April 21, 1954. The mother said that 
the child had been suffering for the past two weeks with 
vague malaise, fretfulness, loss of appetite, and occasional 
bouts of “fever.” The last attendance of the child as an 
cut-patient had been in the previous January, when she was 
suffering from a pyuria and had been treated with a fort- 
night’s course of sulphadimidine. The dosage had unfor- 
tunately not been recorded, but the white blood cell count 
at the time was 6,900 per c.mm., with a normal differential 
count. The child was pale, well nourished, and afebrile, 
and on clinical examination all systems appeared to be 
normal. Routine haematological examination on April 21 
showed Hb, 73%; white cella, 6,400 (polymorphs 4%, 
lymphocytes 75%, monocytes 12%, eosinophils. 9%). 

The mother did not return for the results of the exami- 
nation as instructed, but brought the child back some 36 
hours. later, when the white cells numbered 5,500 (poly- 
morphs 0.5%, lymphocytes 85.59%, monocytes 10%, eosino- 
phils 4%). 

When both parents were cross-questioned about giving 
any medicines at all to the child, they admitted that as they 
thought the child’s “fever” was due to malaria they had 
been giving her a half-tablet (100 mg.) of amodiaquine twice 
daily for the five days prior to her first attendance at hospital. 
The evening of that same day they gave her another 100 mg. 
and the following morning and. evening two further 100-mg. 
doses. 

The child was admitted to hospital and started on a course 
of benethamine penicillin (N-benzyl-8-phenylethylamine salt 
of penicillin G), 300,000 units every second day. On May 
24 a tibial puncture was carried out and examination of the 
bone marrow showed a general picture of normal cellularity 


with the predominant cells lymphocytes and all granulocytes 
decreased. There was an apparent arrest at the myelocyte 
stage. 
The differential marrow cell count (500 cells) was as 
follows : 
Average Normal 


Cells Range age Patient 
and Britton, 19 
Neutrophil pol S res) 
metamyelocytes 15-0-25% 5- 3) 
myelocytes es 10-0-26% i2- os 
Eosinophils (toa). 25-16% 40% 
Basophils ee ie 0-0- 1% 0.25% 
Promyelocytes.. ..  .. 0-5- 5% 0-75 
Myeloblasts és as ‘> 1-0- 4% 0-5% 
sgenphnaytes sin a be t5-0-40% oe 
Monocytes ¥ na a 0-5-5% 8 os 
Plasma cells a 1.0% 
Haemocytoblasts 0- 4 025%, 
Proerythroblasts oa o % 
Early and — normobiasts i 1 2 5- o% 
Late normoblas 10-0% 
Snoshueees oh Rye 0-25% 
Myeloid-erythroid ratio m. 41: 13-1 1-7:1 


It was assumed that the condition was due to the uncon- 
trolled administration of amodiaquine and that the prog- 
nosis was reasonably good now the drug had been with- 
drawn. Penicillin was continued and efforts were made to 
obtain a supply of pentose nucleotide. This drug was very 
difficult to obtain both in Rhodesia and in-the Union of South 
Africa, and it was four days before enough arrived to begin 
treatment. During this period there was little change in the 
daily white cell counts, which ranged between 3,800 and 
5,000 per c.mm., with a polymorph count between 4% and 
6%. The general condition remained good, no focus of 
infection developed, and she remained apyrexial. Admini- 
stration of pentose nucleotide was started on June 30 at a 
dosage of 2 ml. intramuscularly twice daily. The sum- 
marized white cell counts for the next four days are given 
below (differential counts to 300 cells). 


Date W.B.C. _—~Polys. Lymphs. Monos. Bosins. Meta- 

per c.mm. myelocytes 
30/4/54. 5,400... 2-0% .. 033% .. 126% .. 10% .. O3% 
1/5/54 .. 5,800.. 25% |. 835% |. 120% |: 2.0%, oo Sees 
2/5/54 |. 5000 .. 03% |. 907% || 80% |. 10% (2 — 
3/3/54 |. 6000.. — |. 7604 |: 190% ae in: | we 


During the whole period except for the examinations on 
April 21 and 23 the Hb remained within the range of 80%— 
85% and platelets were plentiful. The daily dosage of pen- 
tose nucleotide was increased on July 2 to a daily total of 
5 ml. and on the 3rd to 6 ml. The patient was transferred 
to Bulawayo General Hospital on the 3rd. The day follow- 
ing her arrival a follicular exudate was noticed on the tonsils 
which on culture revealed a mixed growth of M. catarrhalis 
and scanty non-haemolytic streptococci.. She was then given 
procaine penicillin, 300,000 units 12-hourly, and the dosage 
of pentose nucleotide was increased to a daily total of 8 ml. 
in four divided doses. 

Neutrophils reappeared in the peripheral blood the day. 
after admission. The tonsillar infection quickly subsided. 
From May 5 to 10 the white cells fluctuated’ between. 7,000 
and 9,000 per c.mm. and the polymorph count between 8% 
and 10%. 

A slow but steady improvement followed for the next. ten 
days, and on May 15, when treatment was discontinued, the 
white cells numbered 16,500 per c.mm. and the polymorphs 
stood at 67%. 


COMMENT 


The cause of the neutropenia was in all probability due 
to the uncontrolled administration of amodiaquine in a 
dosage of 200 mg. daily for seven days. A possible factor 
is that there may have been some residual depression of the 
bone marrow following the course of sulphadimidine some 
three months earlier, when a leucopenia had been noted. 
The parents were emphatic that the child had been given 
nothing but amodiaquine except an occasional half aspirin 
tablet. They also stated it was the first time the child had 
been given amodiaquine. It is of interest to note that the 
father, who had been dosing himself heavily and irregularly 
with amodiaquine (1-2 g. daily), showed a mild: leucocytosis 
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(12,500) with definite toxic changes evident in the granulo- 
cytes. The picture reverted rapidly to normal on withdrawal 
of the drug. 


My thanks are due to Dr. J. Shee, of Bulawayo General 
Hospital, for details of the patient’s progress whilst under his 


care. 
A. F. Kennepy, O.B.E., M.D., F.R.C.P.L., 
Chief Medical Officer, Wankie, S. Rhodesia. 
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A Case of Recurrent Infectious Mononucleosis 


More than one attack of infectious mononucleosis, with 
prolonged periods of good health in between, appears to 
be very uncommon. Bernstein (1940), in his review of the 
aisease, lists five instances of recurrence, in only one of 
which, that of De Vries (1938), was the diagnosis confirmed 
by the Paul—Bunnell reaction. Here the patient had initially 
an icteric type of illness which was followed a year after 
recovery by an episode of glandular enlargement with fever. 
The Paul—Bunnell reaction was strongly positive in the 
second illness. As that test was not done on the first 
occasion, it seems that the possibility of this case being 
infective hepatitis is not entirely excluded. 

Search of the more recent literature has revealed only one 
other probable case with repeated attacks (Rugg-Gunn. 
1954). This patient ran a fever and had enlarged glands at 
the age of 6 years, but was not then investigated haemato- 
logically. When 14 he showed enlargement of the glands 
of the neck, had his blood examined, and was labelled 
“glandular fever.” When he was 20 he complained of 
malaise, headaches; and lumps in the neck. Lymph nodes 
were palpably enlarged in the cervical, inguinal, and epi- 
trochlear regions, the last being also tender. His white-cell 
count gave a total of 8,400 per c.mm. (28% neutrophils, 72°, 
lymphocytes). The Paul—Bunnell reaction on this occasion 
was positive to a titre of 1 in 112 on admission. 

The following case report is of a young man who: has had 
three attacks of infectious mononucleosis in seven years and 
in whom the diagnoses have been supported by laboratory 
evidence. 

CASE REPORT 


At 4 years of age the patient had tuberculous cervical 
adenitis, which was treated conservatively ; at 7 he had a 
second attack, this time treated surgically and followed by 
three years of modified sanatorium regime at home. At 14 
he had symptoms of infectious mononucleosis. The white 
blood picture was said to be suggestive of the disease and 
the Paul—Bunnell reaction to be positive. A white blood 
cell count at 17 was normal. The next year, when 18, he 
had a second attack of glandular fever while serving in the 
Royal Air Force. This was again confirmed by the charac- 
terestic blood picture and a positive Paul—Bunnell reaction. 

In March, 1954, the patient, then aged 21, was seen by 
one of us complaining of lassitude, anorexia, sore throat, 
and painful, tender, and enlarged lymph nodes in the neck, 
all lasting for a week. On examination he was found to 
have a temperature of 99.6° F. (37.6° C.), slight faucial injec- 
tion with post-nasal discharge, and enlargement of lymph 
nodes in both anterior and posterior triangles of the neck, 
both axillae, both groins, and both epitrochlear regions. A 
diagnosis of infectious mononucleosis was again made. The 
laboratory findings were as follows: E.S.R., 1 mm. in 1 
hour ; Hb, 91% (Haldane) (13.3 g.°%); P.C.V., 46% ; W.B.C.., 
8,200 per c.mm. (neutrophils 21.6%, lymphocytes 74.8%, 
eosinophils 0.8%, basophils 0.8%, monocytes 2%). The Paul- 
Bunnell test was positive. In view of this unusual. history 
the patient was admitted to hospital three weeks later in 
order to exclude the possibility of diffuse hyperplastic tuber- 
culosis or early lymphomatous change. X-ray examination 
of the chest was normal. 

The laboratory tests were repeated. The findings now 
were: Hb, 102% (Haldane); P.C.V., 46% ; W.B.C., 7,400 
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per c.mm. (neutrophils 47%, lymphocytes 41%, eosinophils 
3%, monocytes 9%, a few of the lymphocytes showing 
characteristic atypical features). The Paul—Bunnell reaction 
was still positive. The screen test became positive in five 
seconds. The titre of the unabsorbed serum in the test 
proper was positive at | in 512 and negative at 1 in 1,024. 
When absorbed with guinea-pig kidney, the serum titre was 
1 in 640, whereas it dropped to zero after absorption with 
ox cells. A biopsy was carried out on a cervical lymph 
node, Histologically this showed considerable and slightly 
atypical follicular hyperplasia, together with a moderate 
increase of the interfollicular tissue. The normal nodal 
architecture was little disturbed. The cells partaking in the 
hyperplasia appeared in the main to be immature lympho- 
cytes. There was a slight stem cell increase, but reticulin 
formation was within normal limits. There was no evidence 
either of tuberculosis or of malignant lymphoma. 

Recovery from the illness was slow, and a return to work 
was delayed for six weeks from the onset. Eight months 
later the patient was examined again and found to be very 
fit. The differential white count was: neutrophils 60%, 
lymphocytes 30%, monocytes 8%, eosinophils 1%, basophils 
1%. Occasional lymphocytes showed atypical features. The 
Paul—Bunnell screen test was negative, and the serum titre 
was positive only to | in 8 in the full test. 


COMMENT 


This patient has had three attacks of infectious mono- 
nucleosis over seven years. Unfortunately, figures are not 
available for the blood counts and Paul—Bunnell tests of the 
first two attacks, but the patient is a reliable and intelligent 
witness, and the Royal Air Force authorities have confirmed 
that the second attack was genuine. The patient appeared 
to be well in between the attacks, and this is supported by 
normal white-cell pictures between the first and the second 
attack and after the last one. 

This phenomenon appears to be quite rare. Isaacs (1948) 
gives an account of what he terms chronic infectious mono- 
nucleosis in which three patients are mentioned who had 
symptoms for at least six years. The patients complained 
of persistent fatigue, showed 1-7° abnormal lymphocytes in 
the white count, but the Paul—Bunnell reaction was never 
above 1 in 64. It is a little difficult to accept these as 
genuine cases of the disease in view of the low Paul—Bunnell 
titre, and as a small number of atypical lymphocytes can be 
found in many people with different and often minimal 
physical signs and symptoms. 

The only case that has been discovered in the literature, 
in which recurrences have been of similar order as ours, is 
that of Rugg-Gunn (1954), which has been described above. 

Infectious mononucleosis is believed to be a virus infec- 
tion, though this virus has not yet been isolated. The in- 
ability to demonstrate contact infection in the great majority 
of cases of this disease is interpreted as being due to the low 
infectivity of the virus. The rarity of a second attack could be 
due to the formation of acquired immunity, though it could 
as well be explained entirely on the basis of the low irfec- 
tivity or natural immunity. In the latter case, recurrences 
such as reported in our patient would be due to a higher 
individual susceptibility than is the case for the normal 
person. In this connexion it is of some interest that our 
patient had previously had tuberculous inflammation of the 
cervical lymph nodes. 


The haematological investigations in the earlier part of the 
last attack were carried out by Dr. D. H. Fulton, to whom ou: 
thanks are due. J. K. PATERSON, M.B., B.S., 

Medical Practitioner, Upton, Huntingdon 
J. L. Prynicer, D.M., M.R.C.P., 


Physician-in-charge, Clinical Laboratories, 
St. Thomas’s Hespital, London. 
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CONTROL OF PAIN 
Pain: Its Mechanisms and Neurosurgical Control. By 


James C. White, M.D., F.A.C.S., and William H. Sweet, 
M.D., F.A.C.S. Assistance in chapters ITV and X from 
Stanley Cobb, M.D., and Frances Bonner, M.D. (Pp. 736+ 
xxiv; illustrated. £6 6s.) Springfield, Illinois: Charles C. 
Thomas. Oxford: Blackwell Scientific Publications. 1955. 


The scope of this work is accurately reflected in i:s title. 
It is wholly concerned with the amelioration of pain by inter- 
wuption of nervous pathways when other methods have 
failed, so that the reader will not find details of the treatment 
of causes—surgically or medically—nor will he get advice 
upon pharmacological treatment. That is not to suggest that 
the approach is not very broad and well balanced, for indeed 
the great therapeutic wisdom of Dr. J. C. White and his 
junior Dr. Sweet colours each surgical chapter. That in- 
tractable pain makes great demands upon the psyche is 
reflected in the way the neurosurgical team of the Massa- 
chusetts General Hospital has worked hand-in-hand with 
Dr. Stanley Cobb and his psychiatric team, and notably 
Dr. Bonner, who contributes to the text. 

The main trouble with neurosurgical intervention for the 
relief of pain is the variable result of attempted section 
of pain-carrying pathways. Pain may persist because of 
aberrations of pathways or pitfalls of method, it may persist 
in a modified form, or it may be superseded by other sen- 
sory disturbances, This is quite apart from any hazards to 
mobility of limb or viscera, so that in many ways this has 
been a disappointing therapeutic field. 

Because of this fact alone the present book is of the first 
importance. With great conservatism Dr. White and Dr. 
Sweet have reported their experiences in trying to help 420 
patients during the fifteen years ending five years ago. They 
have detailed records, painstaking descriptions, and a critical 
follow-up. After a section of a hundred pages or so in 
which they discuss the anatomy, physiology, and psychology 
of pain, the book is divided into two parts, dealing with the 
surgical techniques of interruption of pain pathways, and 
with the surgical treatment of specific painful disorders. 
Both sections are freely illustrated with personal case records, 
integrated with facts and opinions selected from the litera- 
ture. 

Another great difficulty faced by those studying the syn- 
dromes of intractable pain is that some are obscure, since 
they overlap with others and are difficult to define. There 
is in consequence a disjointed and sometimes uncritical 
literature on such distressing subjects as causalgia, painful 
phantoms, and Sudeck’s atrophy. Yet in this monograph 
the section in which these syndromes are described and dis- 
cussed is at once concise, lucid, and critical, in spite of 
detailed reference to other authorities. In discussing the 
operative treatment of conditions of this sort, the pros and 
cons are cleariy stated, and are supported by figures, tables, 
and case records. 

It was to be expected that Dr. White and his colleagues 
would give sound advice on a subject that they had made 
their own, but to present that advice so clearly with all its 
supporting evidence is a major achievement, for, as they 
say: “Preparation of this manuscript was started in 1946 
at the end of the war. It has proceeded slowly, because on 
numerous occasions, when the work seemed nearly com- 
plete, it was held up in order to obtain further data and then 
submitted to repeated revisions.” 

In spite of its high cost, neurological surgeons and 
physicians, general surgeons, and psychiatrists called in to 
treat intractable pain will want to have this monograph 
more readily accessible than in a medical library—where I 
am sure it will be perpetually in demand. 


DENIS WILLIAMS. 


RADIOBIOLOGY 


Radiobiology Symposium—I954. Proceedings of the 
Symposium held at Liége, August-September, 1954. Edited 
by Z. M. Bacq and Peter Alexander. (Pp. 362; illustrated. 
60s.) London: Butterworths Scientific Publications. 1955. 
Under the stimulus of advance in nuclear physics and its 
widening application, radiobiology has made remarkable 
progress in the last ten years. Although the science is young, 
progress has been on so wide a front that it has become 
difficult for those whose interests touch on particular aspects 
of the subject to keep acquainted with all that is happening 
in related branches. Radiobiology cuts across boundaries 
of physics, chemistry, biochemistry, physiology, cytology, 
genetics, and radiotherapy, and to promote fusion of the 
different disciplines international symposia have been held 
annually since 1953. This excellent volume contains the 
proceedings of the symposium held at Liége in 1954. Of 
the fifty papers some are reviews, but the majority describe 
new experimental work. : 

When a living organism is exposed to ionizing radiation 
the initial effect is the utilization of the absorbed energy in a 
chemical reaction. But the irradiation starts a sequence of 
events which may continue for a long time, and may end in 
the death of the organism. Thus the effects of irradiation 
may be studied at various levels of biochemical and bio- 
logical integration. Contributions in this volume cover 
many of the fundamental interactions of radiations and 
living matter. Interest has recently centred on the possible 
ways in which mammals may be protected from the effects 
of absorbed radiation by administering a suitable agent 
before the irradiation. Protection may be “ physico- 
chemical ”—against the initial chemical changes—or physio- 
logical, interfering with the development of the primary 
chemical changes into biological end-effects. Of the physico- 
chemical agents, a number of papers deal with cysteamine 
(8-mercapto-ethylamine) protection, while on the physio- 
logical side there is much work on the effects of spleen- 
shielding and the injection of cell suspensions on survival 
after irradiation. The radiotherapist is particularly interested 
in increasing the radiosensitivity of tumours, and further 
work is reported on the ancillary use of chemical agents 
designed as radiosensitizers. On another aspect of radio- 
biology, there are papers dealing with radiation as a research 
tool, as in elucidating the inner structure of viruses. 

.With so many excellent papers and reviews it would be 
invidious to mention individual contributions and their 
authors. The volume is well produced, and the inclusion 
of the discussions adds to the value of the papers. The 
editors and publishers are to be congratulated on their 
prompt publication of a volume which will take so many 
to the growing edges ‘of an important and fascinating 
subject. 

ARTHUR JONES. 


MODERN TRENDS IN HAEMATOLOGY 


Modern Trends in Blood Diseases. Edited by John F. 
Wilkinson, M.D., M.Sc., Ph.D., F.R.C.P., F.R.L.C. (Pp. 359 
+viii; illustrated. 65s.) London: Butterworth and Co., 
Ltd. 1955. 
Haematology is the most heterogeneous of the specialties. 
Workers on coagulation, blood groups, and haemoglobin 
hardly speak the same scientific language, and leukaemia 
and the reticuloses are as much the province of the radio- 
therapist as of the professed haematologist. The editor who 
endeavours to compile a book on modern trends in haemato- 
logy may therefore find himself recording unrelated inci- 
dents in a guerrilla war unless he is prepared to approach 
the subject on non-clinical lines and describe the effect on 
haematology of technical developments, such as the isola- 
tion of folic acid and vitamin Biz and the application of 
isotope tracers, chromatography, and_ electrophoresis. 
Dr. Wilkinson’s book is a compromise between the clini- 
cal and the research approach, not because he has employed 
American and British contributors, but because of the choice 
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of subjects. There are chapters on changes in the skin, the 
benes, and the fundus in blood diseases, and on haemato- 
logical techniques and paediatric haematology. There are 
other chapters on studies of iron metabolism with radio- 
active iron, blood pigments, and the metabolism of iron, 
copper, and porphyrin in infection. It is unlikely that these 
chapters will appeal to the same reader, for, to give one 
example, although Cartwright and Wintrobe’s study of the 
anaemia of infection is of much theoretical interest, unlike 
Whipple’s work on diet and Carl Moore’s work on iron it 
has not yet re-established connexion with the clinic. 

The production of the book and the individual essays 
are excellent, though one hankers after a few more illustra- 
tions and cannot help feeling that an article on the fundus 
without pictures is like Hamlet without the Prince of Den- 
mark. As the editor speaks with special authority, it should 
be pointed out that his view that intravenous nitrogen mus- 
tard is the easiest, the quickest, and the most effective of all 
treatments for all forms of chronic leukaemia is not gener- 
ally shared. The text references to Gardikas and Wilkinson 
(1951) and to Wilkinson (1953) show that first-class results 
can be obtained with nitrogen mustard in skilled hands, but 
that is not quite the same thing. 

L. J. Wirtts. 


PHARMACOLOGY AND THERAPEUTICS 


Pharmacology and Therapeutics. By Arthur Grollman, 
D., M.D., F.A.C.P. 2nd edition. (Pp. 866; 127 illustra- 
tions. 75s.) London: Henry Kimpton. 1954, 


The appearance of the second edition of this textbook only 
three years after the first, which has been reprinted on three 
occasions, is a measure of its popularity. It is beautifully 
bound, printed, and illustrated, and is as up to date as any 
large book can be on a subject which is continually changing 
as the volume goes through the press. Perhaps the title 
Pharmacology and Therapeutics is a little misleading, for 
though the book indicates the therapeutic use to which the 
various drugs may be put it makes no claim to describe 
treatment in detail. Rather, it is a simple and admirable ex- 
position of the pharmacology of drugs and the scientific 
basis of their use in medicine. A series of carefully selected 
references are given at the end of each section together with 
the British Pharmacopoeia preparations and doses, as well as 
those of the U.S. Pharmacopoeia. In an extensive sampling 
of the various chapters the only statement encountered to 
which any exception could be taken was that the principal 
use of gonadotrophic extracts was to be found in the treat- 
ment of cryptorchidism ; and there is no mention of the use 
of oestrogens in the inhibition of lactation. The book re- 
places Professor Cushny’s original text, and, though it re- 
mains severely critical and rigorolsly scientific, the great 
advances in drug therapy since Cushny’s death have in- 
evitably tinctured with a splendid optimism the therapeutic 
nihilism which characterized his work. We feel sure that 
the old master would have approved this fine volume, which 
retains the arrangement, much of the flavour, and even 
some of the expressions that made his famous textbook so 
valuable to countless medical students and physicians. 


D. M. DuNtop. 


PERIPHERAL VASCULAR DISEASES 


Peripheral Vascular Diseases. By Edgar V. Allen, B.S., M.A., 


M.D., M.S., F.A.C.P., Nelson ., Barker, B.A., M.D., 
M.S., F.A.C.P., and a A. Hines, jun., B.S., M.A., M.D., 
M.S., F.A.C.P. Second edition. (Pp. 825+xiii; illustrated. 
4 Philadelphia and London: W. B. Saunders Company. 
1955. 


The second edition of this textbook covers a wider range 
of subjects than the first edition. There are new chapters 


on purpura, aortography, and hypertensive ischaemic ulcers. 
Although not usually included in the range of peripheral 
vascular disease, a particularly informative and comprehen- 
sive account of coarctation of the aorta has now been 
added ; it is perhaps surprising that patent.ductus arteriosus 


has been omitted from a text which is conceived on such 
broad lines, for these two conditions should surely haye 
equal claims as anomalies of the great vessels. The chap- 
ters on surgical treatment now include additional sections 
on the techniques of sympathectomy, non-vascular Opera- 
tion for intermittent claudication, and the surgical treat- 
ment of varices, aortic aneurysm, and vascular injuries, 
The arrangement of the second edition is similar to the 
first, but the additional chapters have been accommodated 
by the omission of some of the lengthy sections on Special 
methods of study. Although there are 70 illustrations fewer 
than in the original edition it is still profusely and clearly 
illustrated ; its chapters have an introductory biographical 
sketch, and all have a satisfactory bibliography. The text 
is everywhere readable and authoritative, and this volume 
must surely rank among the best contemporary medical 
textbooks. 
WALLACE BRIGDEN. 


LOCAL ANALGESIA 


Nerve Blocks: A Manual of Regional Anesthesia for Practi- 
tioners of Medicine. By John Adriani, M.D. (Pp. 265: 
illustrated. 47s. 6d.) Springfield, Illinois: Charles C 
Thomas. Oxford: Blackwell Scientific Publications. 1954. 
Nerve blocks are rarely used now in this country for major 
surgical anaesthesia. They are, however, of much interest 
and value in the diagnosis and treatment of a number of 
conditions, varying from peripheral vascular disease to jp- 
operable carcinoma. The subject therefore remains an 
important one for surgeons and anaesthetists, and any new 
text deserves critical appraisal. The title of Dr. Adriani’s 
book should have had the prefix “ synopsis,” since its con 
tents, though comprehensive, are entirely tabulated and 
terse in style. The illustrations are mainly of the “ thumb- 
nail” variety in black outline only, and, although few for 
a book on this subject, they are clear and helpful. The 
touchstone of worth of a book on local analgesia is how 
far it can replace actual practice and study of the blocks 
on patients. In this respect, because of the terse style and 
the somewhat sparse illustrations, the book falls short of the 
several monographs on local analgesia published since the 
end of the war. Nevertheless, much reliable information 
is given in condensed form; the examinee will be able to 
revise this branch of anaesthesia rapidly, and before per- 
forming a particular nerve block an operator can look up 
the salient points with ease. To these the book will com- 
mend itself and deserves popularity. 
W. W. Musuin. 


ACUTE POLIOMYELITIS 


The Management of Acute Poliomyelitis. By C. P. Stott, 
S.R.N., and M. Fischer-Williams, M.R.C.P.(Ed.). _Fore- 
word by W. Ritchie Russell, C.B.E., M.D., F.R.C.P. (Pp. 9 
+xii; illustrated. 12s. 6d.) Edinburgh and London: E. and 
S. Livingstone Ltd. 1955. 
The authors of this book have compressed into its compass 
a wealth of detail. They have not limited teaching of the 
subject to the narrow confines suggested by the title, for it 
was obviously appreciated that the reader could benefit by 
some up-to-date information concerning the virus and its 
mode of spread. It is, however, essentially a practical book 
which takes the reader through successive steps in the under 
standing of the disease ; what is more important, it gives in 
concise yet readable form amply illustrated instruction in 
current methods for the treatment of the disease in the acute 
and post-acute stages. It should be particularly useful in 
giving the nurse—and indeed the inexperienced doctor—@ 
clear insight into important diagnostic points. The chapters 
on the physiology of respiration, the use of apparatus 
designed for the case with respiratory complications, and the 
nursing care of the patient requiring artificial respiration 
are particularly good. The book can be strongly recom 
mended for inclusion in all nursing staff libraries. 


W. How .etr KELLEHER. 
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' LORD HORDER 


Lord Horder died peacefully last Saturday, August 
13, having during the day discussed his symptoms 
with the doctors at his bedside just as he would 
during his ward rounds at Bart’s, first and last place 
in his affections. The medical profession mourns the 
passing Of a lovable personality and the greatest 
clinician of his time; the general public, of a wise 
counsellor and doughty fighter in the many causes 
he made his own. 

From the time of his qualification in 1896—the year 
after the discovery of x rays—to the year of his death 
Lord Horder lived through a period of great, indeed 
revolutionary, change in the science of medicine and 
in the organization of its services to the public. His 
high mental and physical energy, and an undying 
youthfulness of outlook, made him a master of the 
rapidly changing scene, and a fearless diagnostician 
of what he believed to be the ill effects of the wide 
powers assumed by the State in the passing of the 
National Health Service Acts of 1946 and 1947. In 
this he was as much concerned about the effects of 
State medicine on the public as about its impact on 
his profession. More than any other clinician was he 
aware of the influence of medicine on the people of 
this country, and he was tireless in his advocacy of 
healthy living, of education in healthand hygiene. The 
notable part he played in the formation of such insti- 
tutions as the British Empire Cancer Campaign and 
the Empire Rheumatism Council showed that he lived 
up to his conception of medicine as a social science. 
At this moment of his death it is difficult to measure 
the force of his influence not only on the public wel- 
fare but also upon the many men of high position who 
through the years came to seek the advice of a great 
doctor and a man with an uncanny knowledge of the 
intricacies of human nature. “ What I can offer now,” 
he said in his last years, “is judgment.” 

As a young man, Thomas Horder began his medical 
career with none of the advantages then thought to be 
essential to a successful career in the profession of 
medicine. He fought every inch of the way by force 
of character and abounding merit, merit so remark- 
able that the citadel of tradition, Bart’s, opened its 


gates to him to its everlasting benefit. As the memoir 
published elsewhere in this issue puts it, Lord Horder 
was the father of clinical pathology in this country, 
and no more apt witness to this can be found than his 
classical contribution on infective endocarditis in the 
Quarterly Journal of Medicine in 1909. 

From the time he was called in as a young man to 
confirm, as his seniors thought—but, as it turned out, 
to correct—the diagnosis made of Edward VII's con- 
dition, Lord Horder had the high responsibility of 
caring for members of the Royal Family and many 
notable men of state and affairs. In all this he did 
honour to his profession. But his multitude of friends, 
young and old, will mourn rather the passing of a 
gay and intrepid human being who at their times 
of crisis offered penetrating and kindly advice, and 
who was at all times ready to share with them the 
abundance of life that was his. 








ACETAZOLAMIDE IN GLAUCOMA 


In the comparatively short time since the discovery of 
the diuretic properties of “ diamox ” (acetazolamide) 
and of its usefulness in certain cases of congestive 
heart failure’ it has also been found to be of value in 
the treatment of glaucoma. Clinical evidence*™* has 
shown that it will reduce the intraocular pressure in 
60-70% of cases of glaucoma of different types. 
Given alone it is in many cases more effective than 
the customary miotics,®° especially in close-angle 
glaucoma.* In combination with miotics it has 
been found to be particularly useful in acute conges- 
tive glaucoma,‘ in secondary glaucoma, and in the 
less common conditions of buphthalmos and of acute 
capsular glaucoma.* Acetazolamide is thus a wel- 
come new form of therapy both for the pre-operative 
reduction of raised intraocular pressure’* and for 
tiding over the crises of acute glaucoma arising from 
inflammatory® * or traumatic causes.* It has also 
been used to control chronic congestive glaucoma,’ 
or those cases which cannot be treated surgically,** 
although its action becomes less certain with pro- 
longed administration. 

Intraocular pressure is unaffected by the local 
application of acetazolamide in the form of drops 
or after a subconjunctival injection of a saturated 
solution,’ and the drug is normally administered by 
mouth. A single dose of 500 or 1,000 mg. will cause 
a pronounced fall in intraocular pressure when the 
latter is abnormally raised, and will also reduce the 
pressure in normal eyes, but to a lesser degree. The 


effect is apparent in 60-90 minutes and reaches a 
maximum in 3-5 hours.?** The intraocular pres- 


sure returns to its original level in 8-12 hours.?* For 
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maintenance dosage it is usual to give 250 mg. two 
or three times daily*® or to administer the larger pro- 
portion of the dose (for instance, 500 mg.) at the time 
of day when the intraocular pressure is highest. In 
chronic cases smaller doses—I25 mg. four times daily, 
or 250 mg. twice a day—have been continued for 
several months without ill effect.t* In some patients 
systemic disturbances, such as drowsiness, paraes- 
thesia, and tingling of the limbs, have occurred, while 
in others a refractory phase ensues and the intra- 
ocular pressure can no longer be controlled. Intra- 
venous injections are effective in a dose of 500 mg. 
of the sodium salt in 10% solution,* but are usually 
given in acute cases only. 

The probable mode of action of acetazolamide has 
been much discussed. Tonographic records have 
shown that the fall in intraocular pressure is accom- 
plished without any measurable change in the facility 
of outflow*® and that it is more likely that the effect 
of the drug is due to an inhibition of the inflow of 
aqueous. It is not yet known whether it affects the 
eye directly by virtue of its action as an inhibitor of 
carbonic anhydrase* or whether indirectly from its 
systemic effects—that is, the promotion of water 
diuresis® and of an imcreased excretion of electro- 
lytes. Experimental work supports the first of these 
hypotheses, as well as throwing fresh light on the 
physiological processes concerned with the formation 
of aqueous humour. The speed of the drug’s action 
is remarkable, and in the rabbit eye a drop in intra- 
ocular pressure can occur within one minute of an 
intravenous injection.** 

Although diuresis is an initial feature of the 
pharmacological action of acetazolamide, the fall in 
intraocular pressure is said to bear no relation to it*® 
and to occur before its onset.’ Furthermore, it will 
still take place after repeated doses—when diuresis 
is no longer appreciable—or when the effect on the 
kidneys has been prevented by the pre-administration 
of ammonium chloride.*® In nephrectomized rabbits 
the fall in intraocular pressure which follows the intra- 





1 See British Medical Journal, 1954, 2, 1158. 

2 Barrios, P. R., and Barriére, R. V., Dia méd. urug., 1954, 22, 60. 

* Becker, B., Amer. J. Ophthal., 1954, 37, 13. 

* Breinin, G. M., and Gértz, H., Arch. Ophthal. (Chicage), 1954, §2, 333. 
5 Grant, W. M., and Trotter, R. R., ibid., 1954, 51, 735. 

* Kleinert, H., Klin. Mbi. Augenheilk., 1954, 125, 271. 

? Perkins, E. S., Lancet, 1955, 1, 951. 

* Malbran, J. L., Dia méd., 1954, Nov. 

° , W., and Helferich, E., Klin. Mbl. Augenheilk., 1955, 126, 323. 
1” Becker, B., Amer. J. Ophthal., 1955, 3®, 177. 

11 Gloster, J., Lancet, 1955, 1, 951. 

12 Leydhecker, W., Brit. J. Ophthal. 1950, 34, 457. 

18 Marx, H., Klin. Wschr., 1925, 4, 2339. 

14 Ruskin, A., Arch. intern. Med., 1955, 95, 24. 

15 Kinsey, V. E., Arch. Ophthal. (Chicago), 1953, 50, 401. 

1 Green, H., Capper, S. A., Bocher, C. A., and Leopold, I. H., ibid., 1954, 52, 

758. 

"? Maren, T. H., and Wadsworth, B. C., Fed. Proc., 1954, 13, 383. 
18 Wistvand, P. J., Acta physiol. scand., 1951, 24, 144. 

1 Green, H., Amer. J. Ophthal., 1955, 39, Suppl. 182. 
2° Langham, M., Lancet, 1955, 1, 951. 





venous injection of acetazolamide has been found to 
be greater than in normal animals.’ The problem 
of water exchange in relation to intraocular pressure 
is, however, by no means solved, and at least one 
observer* has suggested that acetazolamide may 
reduce the hydration of the scleral tissue in such a 
manner as to open the anterior angle of the eye and 
to improve the outflow. The drug will in fact sup. 
press the rise in intraocular pressure* which can be 
elicited in glaucomatous eyes by the water-drinking 
test.** ** 

Even less is known about the associated changes 
in electrolytes which are induced in the eye or in the 
plasma. The amount of bicarbonate in the eye, and 
indeed in any other tissue, must be primarily affected 
by the inhibition of carbonic anhydrase, and to a 
less extent by the associated loss of water and of 
sodium and potassium from the kidney. Although 
the diuretic effect of acetazolamide may not be sus- 
tained, the excretion of electrolytes may persist,‘ and 
possibly the drug may continue to affect the shift of 
electrolytes within the body between the intracellular 
and extracellular fluids. 

The apparent selectivity of the eye for certain 
electrolytes is one of the major problems in the 
study of the secretion of aqueous humour. In 
the rabbit eye larger amounts of certain ions—for 
instance, chloride and phosphate—enter the eye than 
leave it, while the reverse is true for bicarbonate. 
There is evidence that the bicarbonate is secreted into 
the posterior chamber of the eye and that it plays an 
important part in the formation of aqueous humour 
by its control of other electrolytes.*° Carbonic 
anhydrase has been demonstrated in the ciliary body 
and iris of the rabbit,’*** and a marked inhibition of 
its activity has been observed within fifteen minutes 
of the intravenous injection of acetazolamide.’* As 
a corollary to this, the bicarbonate content of the 
aqueous humour has been found to fall, with an 
accompanying and commensurate fall in the bicar- 
bonate of the plasma.** *° 

These experiments show that acetazolamide affects 
the carbonic anhydrase activity and reduces the 
amount of bicarbonate within the eye, but the rela- 
tion of these processes to the formation of aqueous 
humour and to the maintenance of intraocular pres- 
sure is not so evident. While, on the one hand, 


Langham”® has shown by the fluorescin technique a 
significant decrease in the rate of inflow of aqueous 
after intravenous acetazolamide, Green,*® on the other 
hand, giving small doses of the drug in the same 
manner—sufficient to cause 93% inhibition of carbonic 
anhydrase activity within 30 minutes—failed to find 
a coincident fall in intraocular pressure, although 
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acetazolamide was actually detectable in the aqueous 
humour. Since the drug can cause a commensurate 
fall in the concentration of bicarbonate ions in 
aqueous and in plasma, it is not unlikely that it may 
alter the osmotic pressure of the aqueous by dis- 
turbing the balance of other electrolytes within the 
eye.‘® Whether or not this proves to be a reflection 
of its systemic effects the ultimate explanation should 
help to clear up some of the problems of intra- 
ocular pressure in the normal and the glaucomatous 


eye. 








FOOD PRESERVATION BY X RAYS 


From the days of Roentgen it has been known that 
x rays not only penetrate biological material but in 
time cause the death of living cells. While this pro- 
perty has found a useful application in the attack on 
cancer, 2 more prosaic task recently attempted is the 
preservation of food. With the prospect of radioactive 
waste products becoming readily available, hopes have 
been raised that food could be sterilized easily and 
cheaply by x-irradiation, without the use of strong 
heat or other drastic treatment. Extensive investiga- 
tions into the effects of x rays on food have therefore 
been in progress for some years in Britain and the 
U.S.A. An interesting account of the progress already 
made, and of the prospects of further success, has 
been compiled by R. S. Hannan, of the Low Tem- 
perature Research Station, Cambridge’; and at the 
international conference on the peaceful uses of 
atomic energy this week H. J. Gomberg and S. E. 
Gould, of the U.S.A., reported on the destruction of 
helminthic parasites in meat to prevent human 
disease. 

The chief effect of x-irradiation on foods is to cause 
the molecules to become ionized, and this sets off a 
chain of chemical reactions. At some point in it the 
living organisms contaminating the food will be de- 
stroyed, in a sequence which depends on their nature. 
Thus spore-forming micro-organisms are much more 
resistant to irradiation than those that do not form 
spores. Insects require heavy doses for rapid death, 
but their reproduction can be stopped by much 
smaller doses. When the food is itself an uncooked 
fruit or vegetable, both the food and its contaminants 
may be killed. The severity of the treatment will 
depend not only on the density and period of the 
exposure but also on the nature of the irradiation 
used. Thus the efficiency of killing decreases in the 
order radon beta rays, radium gamma rays, hard x 
rays, neutrons, and a particles. 











‘Hannan, R. S., Scientific and Technological Problems involved in Using 
Tonising Radiations for the Preservation of Food, Food Invest. Spec. Rep. 
No. 61, 1955. London, H M.S.O. 


Hannan does not gloss over the fact that radiations 
are more deleterious to foods than might perhaps have 
been expected ; even foods which are not alive may 
be adversely affected. Fats, for example, readily 
form peroxides and become rancid. When attempts 
are made to sterilize meats completely, they develop 
both an “irradiation taste” and an objectionable 
flavour dme to the oxidation of their fat. Vegetables 
and fruits usually become soft, with loss of their 
colour and natural flavour, which is replaced by an 
irradiation taste. Fruits with sharp tastes such as 
rhabarb are most noticeably affected. Beer and stout 
lose colour and develop an “ off flavour.” Attempts 
to kill organisms on the surface of the food, rather 
than to achieve sterilization throughout its bulk, have 
been rather more encouraging. Surface irradiation 
has also been used to check the sprouting of potatoes 
and to delay the ripening of bananas and other fruits. 
But clearly the dose and conditions of irradiation 
mast be carefully chosen if obvious damage to the 
food is to be avoided. 

Health hazards must not be overlooked. Direct 
inary to the consumer by radioactive substances in 
the food is not considered to be a serious danger, but 
adequate precautions would have to be taken to pro- 
tect the health of the factory workers responsible for 
the irradiation of food. The danger to the con- 
sumer’s health from the chemical products of irradia- 
tion is also a serious matter, as Hannan wisely 
emphasizes. 

Before irradiation can be safely introduced into 
commercial practice stringent tests of toxicity will be 
necessary to reinforce the few exploratory studies 
which have already been made. Moreover, the 
changes induced in foods do not always show a simple 
quantitative relation to the dose of irradiation, but 
may differ in quality. Thus a food may show its 
maximum peroxide value after a small dose of irradi- 
ation, and may undergo quite different changes when 
the dose is increased. Few will be bold enough to 
question the wide scope of peaceful enterprises to 
which atomic energy will eventually be applied. But 
the technical difficulties besetting those concerned 
with food will certainly be as great as the benefits to 
be derived. 








THE MYSTERIOUS GRANULOMA 


Every case of chronic inflammation in the nose or nasal 
cavities proving resistant to treatment should arouse the 
fear of that horrible condition malignant granuloma. 
Since it was first described by P. McBride in 1896' as a 
rarity cases seem to have become less uncommon. Per- 
haps the reservoirs of antibiotic-resistant organisms in 
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nenilies dust—inhaled every time a bed is made— 
increase the prevalence. Mere suspicion of this danger- 
ous malady should invite specialist opinion for an accu- 
rate diagnosis. The help of the bacteriologist and 
morbid histologist is essential. Smears of the exudate 
from the lesion and adequate biopsy material should 
be sent with full clinical notes to both these experts. 
Repeated biopsies and smears may be needed both for 
diagnosis and to assess progress. The investigation may 
reveal a sarcoma or carcinoma. The surgeon and radio- 
logist then take charge. Radio-sensitive lesions include 
rare lymphosarcomas and reticulo-sarcomas** and a 
rare condition mistaken for carcinoma.® Plasma- 
cytoma (myeloma) also occurs at this site.6 The granu- 
lomas include syphilis, parasyphilis (gangosa of yaws 
and bejel), tuberculosis, leprosy, sarcoidosis, fungous 
diseases such as infection by Rhinosporidium seeberi,’ 
Histoplasma capsulatum,® and Cryptococcus neofor- 
mans,’ to mention only a few; and they include 
protozoal lesions such as espundia, due to Leishmania 
tropica, coccal lesions (synergistic gangrene),’ fuso- 
spirillary conditions, rhinoscleroma or _ scleroma, 
atrophic rhinitis,!° acatalasaemia (which is hardly a 
granuloma),'' and the unidentifiable granuloma of 
Goldsmith. '? 

Recently a third class of malignant granuloma has 
attracted some attention.’® This is a giant-cell granu- 
loma associated with systemic polyarteritis nodosa, or 
with the so-called “ temporal” or giant-celled arteritis. 
The relation of this type of giant-cell granuloma to the 
condition of the same name found in the pituitary’* and 
prostate’® is puzzling but at present unfathomable. The 
allergic diathesis may be mentioned but taken no 
further.'* Consideration of the infective granulomas 
should make an operator very chary of exposing his 
patient to cross-infection (from any reservoir, live or 
dust) after any surgical. operation, however slight, in 
the oro-naso-pharynx. “ Post-operative” used to be 
associated with the phrase “ synergistic gangrene.”?° !7~*° 

Diagnosis decides treatment. Cases of fungous infec- 
tion may be treated with hydroxystilbamidine.*: The 
ulcerating gangrenous mass eating through soft tissue 
and bone, the classical “malignant granuloma” of 
America and England, though clinically behaving like 
a malignant growth, is actually inflammatory, the most 
likely infection being the micro-aerophilic streptococcus 
of Meleney associated with the pyogenic staphylococcus. 





1 McBride, P., J. Laryng., 1897, 12, 64. 
5 Bratton, 4. B., and Robinson, S. H. G., J. Path. Bact., 1946, 58, 643. 
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* Win “"y Ww. Proc. roy. Soc. Med., 1955, 48, 371. 
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Both these organisms should be susceptible to antj- 
biotics, but are probably insensitive to penicillin. How. 
ever difficult the technique—and it is difficult—the infect. 
ing organisms should be isolated in pure culture ang 
tested against all available antibiotics until one is foung 
to which they are sensitive. When found, this effective 
agent should be administered in very large doses, y. 
ray therapy is a beneficial adjuvant, even in doses of 
200-300 r.*?*° A.C.T.H. and cortisone are two-edged 
weapons—useful for treating the systemic phase of poly- 
arteritis nodosa or “ temporal ” arteritis, but very danger- 
ous for the local condition, which should be completely 
cleared up by antibiotics and x rays before these 
hormones are administered.** 





BORATED TALCUM POWDERS 


In 1702 Wilhelm Homberg first prepared boric acid by 
the action of mineral acids on borax, and introduced it 
into medical practice, where it has been commonly 
administered, particularly in the last 75 years. It has 
also been used in toilet preparations, especially dusting 
powders for infant hygiene, in which it is incorporated 
to neutralize the calcium which is a contaminant of 
commercial talc. The element boron is widespread in 
nature and is an essential trace element for many plants, 
playing an important role in the transport of sugars. 
Minute amounts can be found in many animal tissues, 
but there is no evidence that it is an essential nutritional 
requirement for any animal. Many foods contain rela- 
tively large quantities of boron,’ but it is rapidly excreted 
by man, as studies by N. L. Kent and R. A. McCance? 
have shown. 

Boric acid is a toxic substance, and poisoning has 
followed its accidental ingestion, the irrigation of closed 
cavities with solutions of it, and the administration of 
enemas containing it. Poisoning has also followed the 
local application of boric acid to diseased skin, but a 
careful study of the literature will show that no case of 
boric acid poisoning can be attributed to the use of 
borated talcum powders. R. B. Goldbloom and 
A. Goldbloom® surveyed the world literature and were 
able to find 109 cases of boric acid poisoning, of which 
55% were fatal. Some of these cases followed the appli- 
cation of boric acid to diseased skin, and the authors 
added four cases of their own, one of which at first was 
attributed to absorption of boric acid from a com- 
mercial borated talcum powder. Later R. B. Goldbloom* 
learned from the parents of the infant concerned that 
pure boric acid, in addition to the baby powder, had 
been applied to the child’s infected umbilicus. The 
Goldblooms recommended that boric acid should no 
longer be used in medical practice, and P. C. 
MacGillivray and M. S. Fraser® echoed this advice 
when they reported further cases from this side of the 
Atlantic. 


2 ag ge | G. W., Trace Elements in Food, 1949, London. 
2 Kent, N. L., and McCance, R. A., Biochem. J., 1941, 36, 837. 
* Goldbloom, ’R.B., and Goldbloom, A., J. Pediat., 1953, 43, 631. 


* MacOliras F. C., and Fraser, M. S., Arch. Dis. Childh., 1953, 28, 484. 
® Fisher, R. S., ef al., J. Amer. med. Ass., i955, 157, 50 
? Pfeiffer, c. ¢., et al., ibid., 1945, 128, 2 
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We are ignorant of much about the toxicology of 
boron, but there is no longer any need to speculate about 
the absorption of boron through the human skin after the 
careful studies of R. S. Fisher and his colleagues.* They 
showed that a talcum dusting powder containing 5% 
boric acid can be used safely and ad libitum in infant 
hygiene. They found no significant increase in blood 
boron on periodical examination throughout a year in 
a group of mentally defective and incontinent children 
to whom the powder was administered freely during 
this time. C. C. Pfeiffer and his colleagues’ in the U.S, 
Navy had previously shown that absorption of boron 
was negligible after the application of saturated boric 
acid solution or 10% boric acid ointment to the intact 
skin of human volunteers. Therefore there can be no 
objection, on toxicological grounds, to the use of borated 
talcum powder or boric acid ointment in infant hygiene. 
Pure or nearly pure crystalline boric acid should never 
be applied to the skin, and the proper and safest place 
for the custody of these crystals is the pharmacy and 
not the patient’s home or the ward in which he is nursed. 
All cases of poisoning from boric acid fellow its misuse, 
and if these precautions are taken no mishaps should 
occur. Fisher and his colleagues question the value of 
the much-used turmeric paper test in cases of supposed 
poisoning from boric acid, and point out that if an 
infant consumes as little as 4 oz. (114 ml.) of orange 
juice a day he will excrete up to eight times the 
minimum amount of boron necessary to give a positive 
turmeric test in his urine. A point of interest is how 
many cases of exfoliative erythroderma in infants taking 
orange juice have been wrongly attributed to boric acid 
on the history of borated talcum powder being applied 
and a positive turmeric paper test. 





NEWER ERGOT ALKALOIDS 


Dihydroergotamine has been believed to possess advan- 
tages for obstetrical use over ergotamine in having no 
direct stimulant action on uterine muscle, and yet to be 
able to abolish the action of sympathetic impulses and 
of adrenaline. A recent study by W. J. Garrett’ of the 
action of dihydroergotamine on the uterine contractions 
in labour shows that the inhibitory action of adrenaline 
on the contractions is not modified by the previous intra- 
muscular injection of dihydroergotamine, and that the 
inhibitor action is still seen even during the intravenous 
infusion of dihydroergotamine. Tests made during the 
puerperium showed that the injection of as much as 0.75 
mg. dihydroergotamine induced uterine activity, during 
which adrenaline still caused inhibition. The records 
show the contrasting effect of noradrenaline, which is 
unlike adrenaline in having a stimulant rather than an 
inhibitory action. Dihydroergotamine failed to modify 
the stimulant action of noradrenaline. 

The action of dihydroergotamine in stimulating the 
uterus is emphasized by M. P. Embrey and W. J. 
Garrett,? who obtained records of the puerperal uterus 





1 Garrett, W. J., J. Obstet. Gynaec. Brit. Emp., 1955, 62, 145. 
2 Embrey, M. P., and Garrett, W. J., ibid., 1955, 62, 150. 
3 Jeffcoate, T. N. A., and Wilson, J. K., Lancet, 1955, 1, 1187. 


by external and internal recording. They showed the 
stimulant action of doses from 0.25 to 1.0 mg. clearly, 
the effects being graded according to the dose. Com- 
parable results have been obtained by T. N. A. Jeffcoate 
and J. K. Wilson,’ who used hydergine, which is in effect 
a similar substance for clinical purposes to dihydro- 
ergotamine. Hydergine contains the dihydro derivatives 
of ergocornine, ergocryptine, and ergocristine in equal 
proportions, and therefore might resemble dihydro- 
ergotoxine if that were ever prepared. Since the pharma- 
cological properties of ergotoxine and of ergotamine are 
almost indistinguishable, it wovld be expected that 
hydergine and dihydroergotaming& would resemble one 
another in their action. Jeffcoate and Wilson concluded 
from their observations that the only effect of hyder- 
gine was an oxytocic effect, though they thought that 
this was not “ so strong or dangerous as that of dihydro- 
ergotamine.” They found nothing to support the idea 
that hydergine favoured relaxation of the cervix and 
lower segment, or that it influenced beneficially the 
speed and smoothness of the first stage. 





CARAVAN SITES 


The owner of a caravan who uses it on holiday often 
seeks a private resting place undisturbed by traffic or 
by the distracting activities of other caravanners or 
campers. But for every private owner there are 
thousands of holidaymakers who rent a caravan on one 
of the camping sites which are now so commonly seen in 
and around holiday resorts. W. Hunter! has reviewed 
some of the problems which confront local authorities in 
supervising the sites. Responsibility is placed on local 
district councils either under Section 269 of the Public 
Health Act of 1936 or, in a minority of districts, under 
local Acts. The district council is required to deal with 
applications for a camping-site licence within 28 days, 
failing which it is deemed that the licence is granted 
unconditionally. The council, in granting the licence, 
may specify the number and type of movable dwellings 
allowed and their spacing, and attach other conditions 
to secure a wholesome water supply and sanitary con- 
ditions generally. The Town and Country Planning 
Acts give authority to prevent undesirable development 
of caravan sites which might detract from the amenities 
of recognized beauty spots, but there are many ways 
of circumventing the control that can be exercised under 
the Public Health and Planning Acts. Provided no 
alarming nuisance is created the Public Health Act 
allows any land to be used, without licence, for 42 
consecutive days—which means that the district sanitary 
inspector must then visit these sites almost daily if 
public health departments are to maintain any semblance 
of control. Disgruntled holidaymakers who have rented 
caravans and indignant local residents who write or 
telephone to the medical officer of health complaining of 
unsatisfactory conditions are seldom aware of the com- 
plicated legal procedure in proving an alleged nuisance 
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—which in the eyes of the law may not be a nuisance 
at all. If the magistrates find the case is proved the 
maximum penalty they can impose is a fine of five 
pounds, plus forty shillings for each day the offence 
continues after conviction. Occasionally a grasping 
landowner finds it financially advantageous to pay these 
fines and let the offence continue, and the law provides 
no remedy for this. Fortunately such antisocial cupidity 
is rare, and most site owners are anxious to co-operate 
with the health authorities. This is as it should be, for 
a caravan holiday, even on a crowded site, can be an 
exhilarating experience for town-dwelling families. But 
the law should be amended to enable medical officers 
of health to take effective action immediately any threat 
to health exists. 


HAIR AND SKIN IN HYPOTHYROIDISM 


One of the facts which all medical students were for- 
merly taught and which most of them remembered was 
that thinning of the hair in the outer third of the eye- 
brows was a characteristic sign of hypothyroidism. 
When those medical students became themselves 
observers of experience they learnt to distrust this sign, 
since the change occurs commonly in middle-aged men 
and women in the absence of myxoedema. Deterioration 
in the quality of the hair and actual loss of hair do, 
however, occur in hypothyroidism ; sometimes there is 
no more than a recession of the frontal hair line, quite 
often there is considerable baldness, and occasionally a 
total alopecia areata. The proof that these changes are 
related to the hypothyroid state depends on the growth 
of new hair when thyroid therapy is begun. Perloff’ 
has recently described hirsutism as a manifestation of 
juvenile hypothyroidism. The situations of the increased 
hair growth were the outer surface of the arms and legs, 
the shoulders, and the back as far as the waist-line. The 
chest, the abdomen, and the inner surfaces of the 
extremities were free of hair. The diagnostic investiga- 
tions carried out by Perloff in four children with 
hirsutism included blood-cholesterol and protein-bound 
iodine estimations together with '*"I tracer studies. The 
clinical recognition of juvenile hypothyroidism is often 
difficult, and it was so in these four children, but the 
results of the investigations established the diagnosis 
beyond doubt. Proof that the hirsutism was related to 
defective thyroid function was provided by the dis- 
appearance of the excessive hair growth after thyroid 
therapy. 

This is a new observation and requires not only con- 
firmation but also an aetiological explanation. The sites 
of the hirsutism correspond exactly to the distribution 
of the hair growth in wasting diseases, such as anorexia 
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® Asboe-Hansen, G., Acta derm.-venereol. (Stockh.), 1950, 30, 221. 
® J. clin. Endocr., 1955, 16, 459. 
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nervosa, when it occurs in association with loss of sub- 
cutaneous fat, hypothermia, and depressed metabolism, 
Probably many clinicians teach their students that this 
hirsutism is to be recorded as an expression of an ancient 
biological mechanism—the hibernation syndrome, The 
aetiological link between this sign and hirsutism jn 
juvenile hypothroidism is then apparent. Low skin 
temperatures are a practically constant feature of hypo- 
thyroidism, and the diagnosis of hypothyroidism, if the 
patient’s hands are warm to the examiner’s touch, is as 
likely to be wrong as is the diagnosis of hyperthyroidism 
when the patient’s hands are cold. If Perloff’s obser. 
vation is confirmed, it demonstrates again, as has been 
recently pointed out,’ that certain tissues can grow, and 
grow excessively, in the presence of thyroxine deficiency, 
The skin changes in myxoedema are gradually becom- 
ing better understood. Ord* in 1878 gave the disease its 
name after demonstrating that the skin of a patient with 
the disease contained fifty times the normal amount of 
mucin. Reuter* in 1931 reported that there was an 
excess of mucin in pretibial localized myxoedema, a 
condition we have discussed in a recent annotation. 
Trotter and Eden® related localized myxoedema, not to 
an excess or lack of thyroxine, but to pituitary over- 
activity. Watson and Pearce’ have recently shown that 
hyaluronic acid and chondroitin sulphuric acid are 
found in excess in the connective tissue of myxoedema ; 
this tissue has an excess of mast-cells, and these cells 
contain a mucopolysaccharide thought to be a pre- 
cursor of hyaluronic acid.* It appears to be agreed 
that the skin changes in myxoedema and in localized 
myxoedema differ only in degree, and Andersen and his 
colleagues*® have been using skin biopsy in children as 
a diagnostic test for hypothyroidism. In 26 patients 
with established clinical hypothyroidism, 15 showed 
characteristic skin changes. A negative skin biopsy 
does not therefore exclude a diagnosis of hypo- 
In 21 children whe were suspected of 
hypothyroidism, the skin biopsies were positive in 8. 
The short clinical descriptions of these 21 children show 
clearly how difficult the diagnosis of juvenile hypo- 
thyroidism may be. One obvious reason for this lies 
in the insidious onset of the disease ; but another is that 
thyroxine lack, like thyroxine excess, will affect in 
differing degree the various systems in different indi- 
viduals—so that in one child retarded growth, in 
another child slowing of mental processes, in another 
depressed metabolism, and in another skin changes, may 
be the prominent presenting feature. These difficulties 
emphasize the importance of using all available diag- 
nostic techniques, including **'I uptake and protein- 
bound iodine estimations, in obscure cases. Even the 
most complicated and time-consuming tests are well 
worth while, for the treatment of hypothyroidism, 
especially in children, is both simple and rewarding. 





Dr. Stanley Barnes, honorary consulting physician to 
Queen Elizabeth Hospital, Birmingham, and formerly 
Dean of the Faculty of Medicine at Birmingham Uni- 
versity, died on August 11, aged 79. 
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Before one tries to answer this question—which may be — usual in the summer. In common with so many other virus 
posed to the general practitioner silently by’ his own infections, there is no means of making a precise diagnosis 
thoughts or openly by the anxious parents—it is neces- Of Poliomyelitis in such a case : one can only suspect. 
sary to realize that it will never be asked at all for the Nevertheless, at the risk of seeming over-cautious, there is 


. : : need to suggest that vague febrile illnesses for which no 
greater proportion of those infected. Even in the largest precise explanation can be offered should, during the “ polio 


epidemics the majority of those who acquire the infec- season,” be given special attention. This cautious attitude 
tion either remain unaware of any disturbance or at most may be commended for two reasons. In the first place such 
suffer a brief and usually mild systemic illness for which abortive attacks of poliomyelitis are infectious and can be 
; medical advice is not sought. With many other infec- foci from which further spread of the disease occurs. 
tious diseases the doctor is often put on his guard by the Although one fully appreciates that healthy carriers far out- 
7 knowledge that cases are occurring in his area; with number those with apparent infections, it seems possible 
5 


: ae . that the individual with an overt attack may be more in- 
myelitis m y - . ; : ARgydl 
poliomyelitis, in many parts of the country overt infec fectious, and, especially when there is still little local 


tions will be uncommon and it may be that a practi- evidence of epidemic spread, such cases may be mere 
tioner will encounter but one or two paralytic cases dangerous. Secondly, from the point of view of the indi- 
during the whole season. No doubt his awareness of the vidual involved, it seems possible that careful management 
possibility of the disease during the summer months will of the minor illness may lessen the severity of the major 
be increased by the lay press, which still tends to regard illness. Although this particular point is still unproved, 


even the single case as news. The purpose of the present there is no doubt of the danger of excessive physical activity 
; all : : during the early stage of the major illness, and it thus 
article, therefore, must obviously be to try to sharpen seems wise to preach that the minor illness when suspected 


; the focus in regard to the clinical pictures which the  .hould be seriously regarded. In this respect too it is surely 


disease can present. In order to clarify the issue the worth emphasizing once again that in all these vague febrile 
question may be discussed in regard to three distinct illnesses which are presumed to be of virus origin there is 
problems. First there is the attention to be paid to no evidence whatsoever that antibiotics are of any value. 
minor illness during the poliomyelitis season; second The association between intramuscular injections and the 
; there is the question of the correct diagnosis of the 2PPearance of paralysis in the limb used for the injection 
: : : : must be regarded as proved. It is therefore very unwise 
' patient who presents with apparent paralysis ; and third « to administer penicillin; and this is a strong argument in 
there is the proper appraisal of the signs of bulbar favour of the practitioner trying to avoid intramuscular 
involvement. . injections during the polio season, except when there are 
clear-cut indications of a bacterial infection which will 
Clinical Course of Poliomyelitis respond to their administration. 
Although in some cases the appearance of paralysis marks It is therefore strongly recommended that at this time 


the onset of illness, the classical course—which is most often of the year unexplained fever should be considered with 
seen in epidemics—has a biphasic character. That is to some gravity ; the patient should be confined to bed during 
y say, at the onset the patient experiences a “minor” illness the febrile episode and he should be made to avoid undue 
the symptoms of which are quite non-specific and raise no activity for one week after the temperature has become 
suspicion of the true nature of the disease. This illness normal. ; 





lasts for a few days; at the end of which complete recovery The Major Illness 
t seems to take place. _However, after an interval of several Although here again it is impossible to define a group of 
' days the patient again becomes ill (this is often termed  .yecific symptoms or signs, pain and paraesthesia dominate ° 


the “ hich, hg peiggilien time with symptoms and the picture. In infants.and young children this almost cer- 
signs which point to central nervous system involvement. tainly accounts for the restlessness, the extreme irritability, 
It seems possible that the minor illness marks the entry of and the fractiousness. In this age group, too, the mother 
the virus into the blood stream and that it is during the often comments that she was struck by the slackness of the 
latent stage that the virus invades the central nervous muscles when the child was lifted. Vomiting is seen in 
system. From the practical point of view it is clear that from a third to a half of the cases. In the older patient 
: four different clinical patterns may be produced: (i) there who can voice his complaints the commonest in order of 
t may be a minor illness only which is followed by complete frequency are headache, irritability or listlessness, muscle 


sates ie =P the ger Agence wren be + Saenger g by 4 pains, constipation, inability to pass urine or incontinence, 
major illness during which actual paralysis does not ensue; sore throat, and abdominal pain. 


l (iii) the minor illness is succeeded by a major illness with 
paralysis ; (iv) there may be no observable minor illness and 
the apparent onset dates from the beginning of paralysis. 


/ wi 6). ie 


Pain may be generalized, but is often most severely com- 
plained of in the head and down the spine. Nuchal rigidity 
and spinal stiffness are usually present, but if tested for 
by the conventional lifting of the head up from the pillow 


The Minor Iliness their presence will often be missed. When the patient's 

The patient is febrile and may complain of a variety of confidence has been gained he should be asked to sit up 

) symptoms. Lassitude, general pains, slight soreness of the and to try to “kiss his knees”! or to touch his knees with 
throat, vague discomfort in the abdomen are common _ his chin. Characteristically the patient cannot bend for- 

y enough—but the important point to stress is that the clinical ward at all; the whole spine is held stiffly, the head tends 


, picture is indefinite and is unlikely to call for particular to fall backward, and the body has to be supported by the 
comment—except perhaps that “ influenzal” attacks are un- arms spread out behind—the well-known “tripod” sign. 
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The pain and tenderness of muscles is often generalized 
and can be exquisite. For this reason the clinical examin- 
ation must be carried out with the greatest patience and for- 
bearance. In the majority of cases all the essential inform- 
ation can be elicited by careful and prolonged inspection, 
and it is quite unnecessary and indeed often undesirable to 
attempt detailed muscle testing. Although it should not 
need to be said, the use of painful stimuli such as pinpricks 
to see if the limb will be moved is entirely out of place 
and must be seriously condemned. The examination of the 
restless and querulous child with possible poliomyelitis 
should present a challenge to the physician to elicit his 
information with the least upset. 

If first seen at the onset of the major illness paralysis will 
usually be absent, although its presence may be simulated 
by the failure to move the limbs as a result of the inhibiting 
effect of the muscle pain. Paralysis, if it is going to develop, 
usually appears within two to three days. Spread of para- 
lysis may continue for as long as a week. There is there- 
fore no ground for the common mis-statement that “ the 
maximal paralysis is seen at the onset,” but it is in a general 
way true to say that if paralysis is going to occur it will 
have appeared within five days of onset of the major ilness 
and that extension of the paralysis is unlikely to occur after 
ten days from the onset. 


Helpful Features in Diagnosis 


it is at the beginning of the major illness that the prac- 
titioner is most frequently consulted. To what points should 
attention be specially directed ? 

1. History: The biphasic form of the illness is especially 
common during times of epidemic prevalence, so that a 
history of a preceding minor illness will often be elicited. 
Contact with an actual paralytic case is not usual, but a 
history of contact with others who have had unexplained 
febrile illnesses is often obtained. 

2. Signs and Symptoms: The importance of generalized 
or local pain and tenderness has already been emphasized. 
Disturbance of bladder function is strongly in favour of a 
diagnosis of poliomyelitis, and, although retention is most 
common, incontinence (not necessarily due to overflow) is 
also sometimes observed. 

3. Cerebrospinal Fluid: It is, of course, during this stage 
of the disease that C.S.F. changes are first seen. When for 
one reason or another the diagnosis of poliomyelitis can be 
made with certainty on clinical grounds, it seems unneces- 
sary to submit the patient, in whom excessive pain is a 
paramount symptom, to an unnecessary lumbar puncture. 
There are, however, many cases, particularly when nuchal 
rigidity is marked, in which the diagnosis is uncertain and 
where lumbar puncture is called for. It is unnecessary to 
remove a large quantity of fluid, for the main examinations 
required are the cell count and the sugar content. The con- 
ditions which require to be excluded are the acute forms of 
meningitis, tuberculous meningitis, and (in certain districts) 
leptospirosis. I have not personally observed any deleterious 
effects from the operation. 

4. Localized Pain: Although localized pain and indeed 
pain flitting from one site to another are not unknown in 
poliomyelitis, when present they should give rise to the 
suspicion that some other condition may be the cause. 
Trauma and local acute inflammations of bone or joint are 
the commonest pitfalls. Judging from bospital experience, 
these are (apart from the more obvious and more easily 
diagnosed infections of the upper respiratory tract) the 
conditions which seem to give rise to most difficulty. So 
far as trauma is concerned, one must bear in mind that 
most children are constantly falling, and such a history 
should not cause one lightly to set aside the possibility of 
poliomyelitis. Observation over a few days is wise, and it 
is in such cases that the avoidance of a fussy and pernickety 
examination at the first visit will repay itself. The child’s 
co-operation having been gained by causing little pain or 
discomfort, subsequent examinations will be conducted with 


increasing ease. Osteomyelitis and acute arthritis may pro- 
duce all the appearance of a paralysis, especially in young 
patients. The intensity of the pain, its constantly focal 
character, the local swelling, and the toxic appearance are 
useful guides. Although the patient with poliomyelitis can 
appear very ill and highly fevered, the eyes are usually 
bright, the tongue is seldom dry or heavily coated, and the 
adynamic appearance of the child with a severe bacterial 
infection is absent. Examination of the white blood cells 
will give valuable information in such cases, for a poly- 
morphonuclear leucocytosis is not seen in poliomyelitis. 
When in doubt the only course is to wait and see. During 
this period the essential prescription is to ensure that the 
patient is completely rested—mentally and physically. It is 
perhaps not too much of a paradox to say that the need of 
the moment is calm, both on the part of the doctor and that 
of the patient's family. If at this stage the word polio is only 
silently raised in the doctor’s mind so much the better. 
But if the fear is voiced by parents or relatives it is very 
desirable that any appearance of that fear or anxiety is kept 
out of the sickroom. It is, I am satisfied, a great disservice 
to the patient to be given the impression by the solemnity 
of the doctor or the tears of the relatives that something 
awful is happening. Serious as the condition is, we need 
constant reminding that a high proportion of the cases in 
which a definite diagnosis is made go on to a first-class 
functional recovery. There is therefore every reason for 
surrounding the patient at the outset with an aura of hope 


and confidence. 
The Paralysed Patient 


Particularly in young children, but often enough even in 
adults, the first sign of the disease is the discovery of para- 
lysis. The mother observes a limp arm or leg when dressing 
the child ; the adult complains of a weakness of the leg or a 
stiffness and pain in the neck. In such cases careful and 
painstaking muscle testing must be carried out to define the 
affected group. Starting with the toes and fingers, the ability 
to move each joint is tested, without and with slight resist- 
ance. It must be appreciated that every conceivable grade 

» of involvement may be encountered and that no muscle 
groups are immune. The muscles supplied from the lumbar 
and cervical enlargements are those most often implicated, 
the lower limbs most commonly of all. If two limbs are 
affected it is usual to find that the paralysis is asymmetrical. 
Pain and tenderness are often very slight in this type of 
case, and, apart from avoiding any overtiring of the patient. 
the examination should be patient and painstaking. 

The paralysis is, of course, due to involvement of anterior 
horn cells so that the deep reflexes disappear from the group 
affected. The loss of reflexes is not a very useful guide. 
for their absence is most obvious when the paralysis is 
severe and the diagnosis otherwise easy ; in mild cases with 
minimal involvement, therefore, the presence of reflexes will 
not prove helpful. Loss of muscle tone takes place very 
rapidly, and careful palpation may elicit suggestive evidence 
in young children who cannot be made to assist in the 
examination. Similarly vasomotor changes may produce a 
localized coldness of the skin appreciable to the sensitive 
examiner. During this early stage muscle testing by elec- 
trical reaction is quite unnecessary. 

The other forms of paralysis which will require to be 
considered include diseases of the cord such as Landry’s 
paralysis and haematomyelia, polyneuritis—for example, 
post-diphtheritic—and polyneuronitis (Guillain-Barré syn- 
drome). The precise diagnosis of such conditions is often 
made retrospectively and will usually depend upon special 
examinations only possible in hospital. A point of clinical 
value is that in poliomyelitis no sensory disturbance is 
observed. This may therefore constitute an important 
negative sign. - 

Finally a word must be said regarding hysterical paralysis. 
Hysteria will be mentioned again in regard to the question 
of respiratory paralysis, but in every epidemic there are 
encountered undoubted examples of hysterical skeletal 
pseudo-paralysis. Such a diagnosis should always be reached 
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yith reluctance, for it is too easy for the busy doctor to 
pe deluded into regarding the rather anxious adult as a 

ic. In some cases the paralysis is so bizarre as to 

one to the conclusion fairly rapidly. But it is better 
to be innocently deluded on occasions than to risk the much 
gorse situation of finding that one has so misdiagnosed a 
me case of poliomyelitis. 


Respiratory Involvement 


Death in poliomyelitis always arises from disturbance 
gf ventilatory function. This may result from paralysis 
ofthe respiratory muscles, from abolition of the swallowing 
md cough reflex, or perhaps from actual viral involvement 
of the respiratory centre. It is always a danger when an 
gtempt is made to rationalize a subject for the purposes 
g teaching that one thereby tends to oversimplify. It 
gould therefore be emphasized at once that the correct 
diagnosis and proper assessment of ventilatory defect is 
sways a matter of extreme difficulty and that it is im- 

ible to lay down clear-cut pictures of “ typical” cases. 
further, the signs produced by actual virus damage may be 
confused by the presence of changes resulting from cerebral 
goxia and carbon dioxide retention, and the separation 
me from the other will prove an impossible and fruitless 
dinical exercise. 

Involvement of respiration may arise in two,main ways. 
jn the first a patient who has originally presented with a 
deletal paralysis shows ascending involvement with para- 
lysis of diaphragm, intercostals, or abdominal muscles. Such 
cases are often termed “dry” because they have retained 
the capacity to swallow. Provided adequate ventilation can 
te obtained, these patients will often remain dry. In the 
second group the respiratory muscles may retain adequate 
power and the almost sole defect is that of swallowing. 
These constitute the “wet” cases. Stated thus, this simple 
gouping is neat and tidy ; unfortunately many cases exhibit 
aspects of both groups so that the borderland is hazy and 
ill defined. 

The possibility of respiratory muscle paralysis will 
obviously be in mind when the skeletal paralysis is wide- 
spread ; it is important to realize that it is a possible danger 
whenever the shoulder girdle and neck muscles are involved, 
een when that involvement seems slight. Particular atten- 
tion must be directed to the movements of the intercostals, 
the diaphragm, and the abdominal muscles. The use of 
accessory muscles in the neck produces tugging of the sub- 
mandibular tissues ; there may be indrawing of the supra- 
sernal space ; paradoxical movement of the abdomen may 
be observed during inspiration ; or there may be indrawing 
of the intercostal spaces. Asking the patient to count out 
loud during an expiration forms a simple and useful test of 
muscular control, and one which can be repeated to give 
comparable figures. 

Patients with swallowing defect may present without other 
widence of paralysis, and such cases can develop signs of 
distress with great rapidity. The combination of dyspnoea, 
cyanosis, and moisture in the lungs may closely simulate 
a acute pneumonia, and indeed such is often the early 
wspicion. Inspection of the throat discloses the pool of 
wrated, bubbling secretions. The patient may be drowsy 
ind proceed to actual coma. When paralysis of swallowing 
is accompanied by a paralysis of the respiratory muscles 
the outlook is particularly grave. 

Such patients are not difficult to recognize, provided the 
possibility is borne in mind. Once suspicion is aroused 
there must be no loss of time in obtaining skilled assist- 
mee.* Regional centres—usually in the main fever hos- 
pitals—are available for the treatment of these difficult cases 
ad immediate admission should be arranged. The import- 
mce of placing the patient in the prone position in order 
0 ensure that secretions and vomitus are not drawn into 


“See also the earlier article in this series on “ Resepeteey 
Insufficiency in Poliomyelitis and Other Diseases,” by Dr. W. 
Ritchie Russell (January 8, p. 98). 





the lungs is not yet sufficiently widely appreciated. Many 
doctors seem to be wnder the impression that when the 
capacity to swallow or to cough is abolished the patient 
should be sat up. This is, of course, quite fallacious and 
may result in the death of the patient. 

A further word should be said here regarding hysteria. 
Patients with ventilatory deficiency are often anxious and 
apprehensive. They may indeed suffer from hallucinations 
and become confused and delirious. It is only too easy 
to delude oneself into thinking that the patient (perhaps 
known to be the “‘worrying type ”’) is working himself into 
an acute anxiety state and that the whole thing is of a 
hysterical character. The most careful appraisal of such 
individuals is essential, for often enough subsequent events 
show that there are strong grounds for the patient’s appre- 
hension. 

Follow-up of Minimal Cases 


When for any reason the tentative diagnosis of polio- 
myelitis is made as a result of a minor illness or of a non- 
paralytic episode it is most important to ensure that the 
patient is reviewed from time to time during the succeeding 
year, The orthopaedic surgeon frequently encounters 
patients with early scoliosis, shoulder-girdle weakness, slight 
dropped foot, or a winged scapula who had a known febrile 
illness during the polio season. Often enough it transpires 
that a diagnosis of non-paralytic poliomyelitis was made. 
Weakness of a muscle group—particularly of the spinal 
muscles—may be very difficult to assess in the acute stage, 
and the practitioner should try to follow up such cases 
in order that remedial measures may be taken before gross 
deformity results. 

Contacts 


When the question “Is it polio ?” thas been answered in 
the affirmative the emotional concern of family and friends 
is considerable, and the doctor will be besieged with requests 
for the action to be taken im regard to contacts. In the 
first place, with great respect to those who argue in favour 
of a strict quarantine, it is worth making the point that 
isolation would seem to have played a very minor role in 
the prevention of spread of other diseases endemic in the 
community. For the “ exotic” infections such as smallpox, 
in which the epidemic results from single introductions into 
a Virgin community, strict isolation pays dividends because 
of the comparative .ease with which all affected cases may 
be recognized. In a situation where the mass of infection is 
unrecognized and unrecognizable it is difficult to believe that 
strict isolation of all contacts is likely to succeed in limiting 
spread, This is, however, a thorny problem which in the 
present stage of our knowledge cannot be adequately solved 
by emotional argument, and it is well that the subject is 
being thoroughly investigated. 

So far as the welfare of the individual contact is con- 
cerned, the only advice which it seems reasonable to give is 
to avoid all excessive physical activity. Should any febrile 
episode occur the patient must go to bed at once and remain 
there for one week. Even when this practice is carried out 
faithfully paralysis may still develop, but experience suggests 
that the subrequent illness is mild. Although double infec- 
tions in the same family are not common, they occur with 
sufficient frequency to make it dangerous to assert that they 
never occur, 

Conclusions 


Poliomyelitis may present in many guises, by no means 
all of which are associated with paralysis. The classical 
form may be diagnosed fairly easily. For many cases, how- 
ever, no absolute guidance can be given which will serve to 
answer the question “Is it polio?” categorically. A 
cautious approach is advised in regard to the occurrence of 
unexplainable febrile illness during periods of prevalence of 
the disease. It is possible that strict bed-rest of these 
patients may lessen the risk of extensive paralysis. Particu- 
lar watchfulness for patients with evidence of involvement 
of the respiratory function is desirable, since they com- 
prise the life-threatening forms of the infection. 
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Because of the present high cost of producing the Journal, 
and the great pressure on our space, correspondents are 
asked to keep their letters short. 


Foetal Distress 


Sirn—Mr. T. B. FitzGerald and Dr. C. N. McFarlane 
(Journal, August 6, p. 358) are to be congratulated on 
making a study of the problems of foetal distress and 
intra-partum death of the infant. Three points may be of 
interest to them and other readers. 

The first is that if the foetal heart rate is counted over 
a period of one or two minutes at each antenatal exami- 
nation during the last trimester, surprising variations in the 
rate and rhythm will often be recorded. The significance 
of these has yet to be determined, but when the alterations 
are associated with attempts to make an unfixed head enter 
the brim the possibility of cord prolapse or a posterior 
placenta praevia with low insertion of cord should be con- 
sidered. In these cases the irregularity can be produced at 
will by gentle pressure on the head, and a semi-erect lateral 
x-ray film of the pelvis as described by Reid’ can be of 
value. 

The second point concerns the list of factors predisposing 
to foetal distress. I would suggest that in continuing their 
study the authors include essential hypertension in this 
group. The frequent association of this condition with a 
small placenta, small foetus, and intrauterine death makes 
it of considerable importance in any study aimed at detect- 
ing early signs of foetal distress. 

The third point is that irregularity of the foetal heart, 
sometimes associated with marked slowing to less than 100, 
is not uncommon when the head is entering the pelvis. This 
can cause temporary anxiety during a trial of labour, but 
the rate usually returns to normal when the head enters 
the pelvis.—I am, etc., 


Oxford. JOHN STALLWORTHY. 
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Sir,—The extremely valuable article on foetal distress and 
intra-partum death by Mr. T. B. Fitzgerald and Mr. C. N. 
McFarlane (Journal, August 6, p. 358) focuses attention on a 
subject which receives scant attention in current obstetrical 
literature in relation to its importance. The early clinical 
recognition and prompt treatment of true foetal distress 
offers one of the most fruitful fields for lowering perinatal 
mortality rates. The indiscriminate use of caesarean section 
on the appearance of meconium staining or minor varia- 
tions in the foetal heart rate is to be deplored, but when 
these signs appear in the presence of known diminution of 
the placental reserve (post-maturity, toxaemia, ante-partum 
haemorrhage) there is a strong case for active intervention. 
The problem is to decide whether the signs of distress 
justify intervention when no cause is apparent. 

Not long ago, I carried out a survey of 100 cases of foetal 
distress (6.6% of all deliveries) in the obstetric department 
of St. Helier Hospital, Carshalton, using exactly similar 
criteria of distress to Mr. FitzGerald and Mr. McFarlane, 
and my findings were mainly in agreement with theirs. 
Their observation that quickening of the foetal heart sounds 
followed by marked slowing was of no greater significance 
than other signs of distress was, however, at variance with 
my own series, in which this sequence invariably denoted a 
gravely asphyxiated foetus. I do not believe that quicken- 
ing of the foetal heart alone calls for active interference 
in the first stage of labour, but it should be looked on as a 
signal for greatly increased vigilance. In general, the slower 


the foetal heart, the more severe is foetal anoxia and the 


more urgent the need for delivery, a fact which was clearly 
cnown in my own investigation. 

Cord round the neck can certainly cause severe foetal 
distress and, occasionally, intrauterine death. Signs of dis- 


tress usually appear in the second stage, Presumably when 
the cord is nipped by the chin during flexion and inte 
rotation of the foetal head on the pelvic floor. While _ 
lapsed cord is usually apparent, the “occult” cord fe 
infrequently a cause of distress, and may easily be aes 
On vaginal examination. Only when a loop of cord igs fo 
trapped between the foetal head and the pelvic wal] duri 
operative delivery is the reason for the distress psa, 

In my series, the foetal loss was only 4%, although the 
operative delivery rate-was not unduly high (caesarean 12° 
forceps 38%). Undoubtedly the most important factor ie 
the treatment of foetal distress is its early detection, ang 
for this careful observation of the foetal heart sounds 
throughout labour is essential. Recordings every twenty 
minutes in the first stage, and every ten minutes jn the 
second stage, should be the routine in all labours, normal or 
otherwise. Although intrauterine death in labour occa- 
sionally occurs without warning, such cases are rare and 
the foetal heart sounds will usually give some Premonitory 
indication of distress.—I am, etc., 

Birmingham. D. B. WuireHouse, 


Sir,—I have read with interest the article on “ Foetaj 
Distress and Intra-partum Foetal Death” by Mr, T. RB 
FitzGerald and Mr. C. N. McFarlane (Journal, August 6 
p. 358). After over 20 years of a large obstetric practice 
and as medical superintendent of a training school for mid- 
wives in north India, I have found the use of “ stimulant 
injections,” given to the mother, of great benefit in cases 
where the foetus shows signs of intra-partum distress. The 
preparations used by us were either nikethamide, or cam- 
phor in oil. Either and sometimes both of these were given 
intramuscularly to the mother, and changes for the good 
were always noted in the foetal heart rate. Delivery was 
then hurried on by the most appropriate method for the 
particular case, and I am convinced that many babies were 
saved. So much so that latterly it has been the routine 
procedure to give such a stimulant injection to the mother 
before a forceps delivery where difficulty was anticipated 
and before an emergency caesarean section. I should point 
out here that many of the cases seen had not been examined 
antenatally but were admitted in labour. I can strongly 
recommend this stimulant injection.—I am, etc., 


Patna, India. M. WINIFRED ANDERSON. 


Confirmatory Test of Colour-blindness 


Sir,—Dr. C. H. H. Robertson’s letter (Journal, August 6, 
p. 380) prompts me to point out how his test if applied 
in reverse may also be useful—how, in fact, a person with 
defective red-green vision can enable himself to differenti- 
ate red objects from a green, brown, or drab background, 

By carrying in his pocket a small piece of red glass and 
using it to view the object in question, the “ colour-blind” 
man can at once distinguish red from green: a red object 
assumes a lighter tone compared with the background, while 
a green object becomes darker. Thus he may, if he will, 
convince himself of the presence of the hitherto “ invisible” 
poppies in the cornfield, of the hitherto “ invisible” berries 
on the Christmas holly, and of the fact, remarkable to him, 
that the geranium flower is different from the geranium leaf. 
Even more surprising, he will realize that the carrots and 
green peas on his dinner plate are not, as he had previously 
supposed, identical in colour and tone. 

His astonishment will grow when he further discovers 
that post office pillar boxes are not deliberately painted to 
be inconspicuous, that 24d. and 14d. stamps are not 
alike in order to confuse the public, and, wonder of wonders, 
that £1 and 10s. notes are not intended by a perverse 
officialdom to be mistaken by their colour. If he is a hos 
pital officer he will be prepared for the rogue who preseals 
him with charts criss-crossed with a maddening confusion 
of red and green graph lines. But sadder, perhaps, will 
be his lot when, with new insight, he examines the right 
hand column of his bank book.—I am, etc., 


Oxford. J. Cuassar MOR. 
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Response to Topical Hydrocortisone 


Sir,—A number of observers have reported that the effect 


' of hydrocortisone ointment varies with the locality treated,’ * 


The ano-genital regions, the external auditory meatuses, and 
the eyelids respond well, whereas the hands and feet do not 
give such a good response. This difference has been related 
to lack of penetration in areas where the epidermis is thick, 
and obviously this is an important aspect. In a previous 
letter’ one of us (R. P. W.) suggested that another reason 
was that certain areas of skin differed in their inherent sensi- 
tivity to the hormone. 

Recently four cases of persistent widespread eczema, in- 
cluding involvement of hands and feet, have been treated 
with cortisone by mouth. Given in a dose of about 100 mg. 
per day the rash improved very considerably with the excep- 
tion of the hands and feet, which showed comparatively 
little or no improvement. Assuming that topical hydro- 
cortisone and parenteral cortisone have a similar action on 
the skin, this would indicate that the skin of the hands and 
feet is less sensitive than other areas to the effects of these 
hormones. The poor response obtained with hydrocortisone 
ointment appears to be due to this decreased sensitivity, quite 
apart from the poor penetration in these areas.—We are, etc., 


RoBERT P. WARIN. 


Bristol. CuiFFoRD D. Evans. 


REFERENCES 
1 Church, R., British Medical Journal, 1955, 1, 517. 
2 Warin, R. P., Practitioner, 1955, 175, 182. 
3 , British Medical Journal, 1955, 1, 731. 





Infective Diarrhoeas of Children in the Tropics 


Sin,—I read the paper by Dr. Lorna G. Macdougall 
on “ The Role of Sulphonamides in the Infective Diarrhoeas 
of African Children” (Journal, June 11, p. 1414) with 
interest. The problem she describes is certainly important 
and has been inadequately investigated. 

In Africa, and, indeed, in the technically developing 
countries of the subtropics and Tropics generally, diarrhoea 
of all degrees is extremely common in both infants and 
children. Treatment is, of necessity, usually somewhat 
empirical, ‘because, in addition to the uncommonness of 
laboratories for bacteriological diagnosis, the aetiology of 
cases may be complex. In particular, diarrhoea and infan- 
tile malnutrition often occur together, as, for example, in 
cases of kwashiorkor, so that it may be difficult to tell 
whether loose stools are due to malnutrition, to secondary 
alimentary infection, to concomitant intestinal parasites, to 
all of these, or to one following another. In addition, in 
hyperendemic zones such as occur in parts of West Africa, 
malignant tertian malaria in infants may present as an 
indistinguishable syndrome of diarrhoea and vomiting. 

Primarily, then, it is extremely difficult to make a definite 
aetiological diagnosis in this type of case, even should the 
assistance of a competent bacteriological laboratory be avail- 
able, and, in practice, sulphonamides are often given blindly 
both in the wards and in the out-patient department. 
Whether this attitude is correct or not certainly requires 
investigating, as at present thousands of tons of sulphon- 
amides must be used yearly on this type of case through- 
out the world, especially in the subtropics and Tropics. 
Dr. Macdougall’s paper is therefore of practical impor- 
tance and should be followed by similar detailed inves- 
tigations elsewhere. In particular, a comparison between 
the “absorbable” and “non-absorbable” sulphonamides 
might be made with controls receiving (a) no treatment 
other than fluids, (b) kaolin or chalk. 

Dr. Macdougall’s conclusion that sulphadimidine pro- 
duces as good result as the non-absorbable sulphonamides 
in this type of case is of interest, as this has appeared to me 
to be the present trend of opinion amongst many of the 
tropical paediatricians whom I have met in the last few 
years. Possibly there has been too much emphasis in the 
past on the non-absorbable sulphonamides acting on the 
contents of the intestine, whereas it might be better to con- 





sider the major action as occurring in, or on, the surface 
of the intestinal wall, where presumably the soluble sulphon- 
amides would be present in high concentrations in the con- 
gested mucous membrane and exudate. 

As Dr. Macdougall rightly says, the probiem is to for- 
mulate satisfactory, simple forms of therapy within the 
economic limits of these rapidly developing communities. 
In this context, it is also important to look into local tradi- 
tional methods, especially of a dietary nature, and to employ 
such of these as are useful (if any exist), as they will consist 
of locally available, familiar substances and are likely to 
appeal to and be followed by the mothers concerned. While 
only of limited use for certain cases, the following examples 
may be quoted from different parts of the world where they 
are customary home remedies which, at the same time, 
appear to ‘be scientifically rational: (1) Pectin-containing 
fruits or vegetables: Indian wood apple (Faronia elephan- 
tum, bael of West Bengal), which may be prepared as a 
sherbet, the “flour” of the carob bean (Ceratonia siliqua, 
“ stinking-toe” of Jamaica), ripe banana, etc.; (2) lactic 
acid milk preparations: Jassi (“ butter” milk remaining 
after preparation of ghee or clarified butter) and dahi (curd, 
a yoghourt-like food) in India ; (3) easily digestible starchy 
gruels: hand mashed flat rice (chira mondu) and specially 
soft boiled rice (gola baht) in West Bengal ; (4) electrolyte 
repair solution: green coconut water (the dhab of Bengal), 
which is widely used at present in the treatment of cholera 
and has been shown to contain electrolytes in approximately 
the same concentration as in human intra-cellular fluid.— 
I am, etc., 


Calcutta, India. D. B. JELLIFFE. 


Dosage of Local Analgesics 

Sir,—Recently I was called to the labour ward to resus- 
citate a newly born baby that would not breathe. On my 
arrival I found that the baby was crying lustily but that 
the mother was almost unconscious, with dilated pupils, 
dyspnoea, and a rapid pulse. A forceps delivery had taken 
place under local analgesia, and on inquiry I found that 
between 60 ml. and 70 ml. of 2% lignocaine had been used 
for the infiltration. The baby had quickly recovered from 
the effects of the overdose, and the mother recovered some 
hours later. 

The purpose of this letter is to point out that if forceps 
delivery under local analgesia is to be a safe procedure then 
the maximum dose of local analgesic drugs should be 
observed. In the case of both procaine and lignocaine I 
regard 1 g. as the maximum dose permissible, that 
is, 200 ml. of the 4% solution, 100 ml. of the 1% solution, 
and 50 ml. of the 2% solution. Furthermore, when adren- 
aline is omitted from the injection solution absorption is 
faster, particularly in an area with a good blood supply, 
such as the perineum of a woman in labour.—I am, etc., 


London, W.1. JOHN GORDON. 


Treatment of Barbiturate Poisoning 


Sir,—A recent letter in your columns from Dr. A. 
Shulman (Journal, July 30, p. 322) has drawn attention once 
again to those cases of. barbiturate poisoning that develop 
circulatory failure in the presence of adequate respiratory 
function. Noradrenaline was used successfully in the two 
cases described below. 


The first patient, a woman of 50, was admitted in coma three 
hours after taking at least 30 gr. (2 g.) of butobarbitone. No 
tablets were recovered by gastric lavage in casualty, and a rough 
barbitone test on the stomach washings was negative. This sup- 
ports the view of Dr. Shulman and others that gastric lavage is 
of little use at this stage. Barbitone was detected in the urine 
later. The systolic B.P. on admission was 80 mm. Hg, and there 
was slight peripheral cyanosis. She was nursed head low, turned 
two-hourly, and intermittent suction used to keep the nasopharynx 
dry. A self-retaining catheter was passed and prophylactic peni- 
cillin started. Two hours later the systolic B.P. had fallen to 
50 mm. Hg and there was oliguria. An intravenous drip was 








raed aed 


: 
; 
| 


ti lit ed oe — 


CORRESPONDENCE 


British 
MEDICAL JouRNAL 





490 Aua. 20, 1955 


started. Initially 2 mg. of L-noradrenaline (“ levophed ”) was 
dissolved in 500 ml. of isotonic dextrose-saline. The systolic 
pressure, measured by palpation at the wrist, was kept at 120+ 
10 mm. Hg by adjusting the drip rate. All measurements were 
taken and recorded by the nursing staff at quarter-hourly and, 
later, half-hourly intervals and occasionally checked by ausculta- 
tion. Control was surprisingly easy, and the results are shown 
in the diagram below. 

A total of 22 mg. of noradrenaline was infused over a period 
of 31 hours and intravenous therapy discontinued after 57 hours. 
The patient regained consciousness after 72 hours in coma. 
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During the last 24 hours a further litre of fluid was given by 
continuous intragastric drip in the form of an emulsion of pea- 
nut oil and dextrose solution. The average daily fluid input for 
the three days was 2.0 litres, giving an average urine output of 
1.3 litres. No central analeptics were used, and the only compli- 
cations were a mild bilateral conjunctivitis—treated with penicil- 
lin ointment—and some thrombophlebitis of a forearm vein due 
to prolonged dextrose infusion. 

The second patient, a woman of 44, was admitted in coma 
some six hours after taking 50 gr. of sodium amytal. Gastric 
lavage was not attempted. Her systolic B.P. fell from 130 to 
80 mm. Hg two hours after admission. A noradrenaline drip 
was started, and 14 hours later, after 22 hours in coma, she 
regained consciousness. She received a total of 6 mg. of nor- 
adrenaline and her B:P. was kept around 130/90 all the time. 
The relatively short duration of coma in this case, where circu- 
latory failure was forestalled by the use of noradrenaline, would 
suggest that cerebral anoxia resulting from circulatory failure 
may be an important factor in prolonging coma in some patients 
poisoned by barbiturates. 


I am indebted to Dr. C. J. Fuller and Dr. A. J. Daly for 
permission to treat their patients with noradrenaline and 
intravenous fluids. Their early use in cases of barbiturate 
poisoning developing circulatory failure would seem to be 
both logical and safe. A full account of the physiological 
aspects of using noradrenaline in hypotensive states has 
been published recently by Professor U. S. von Euler in the 
Lancet.’—I am, etc., 


Exeter D. MATTINGLY. 


REFERENCES 


1 Bull, G. M., et al., Lancet, 1949, 2, 229. 
2 von Euler, U. S., ibid., 1955, 2, 151. 


Whipple’s Disease 


Sir,—In your annotation on Whipple’s disease (Journal, 
July 16, p. 191) you drew attention to the fact that in most 
of the published cases the outcome has been rapidly fatal. 

However, I know of two cases alive and well after five 
and eight years respectively. In the first the diagnosis was 
confirmed by jejunal and mesenteric lymph node biopsies, 
and I reported it in 1952. The patient’s remission appears 
to have dated from a course of chloramphenicol. I keep 


in touch with him, and he is doing a full day’s work and 
has no complaints, though the faecal fat content -is still a 
little above normal. 





I heard of the second case last year through Dr. C. van 
Beek, of Leyden, who kindly wrote to me about him. Ip 
1946 this patient presented at the out-patient department of 
the University of Leyden with all the usual manifestations of 
Whipple’s disease, and it was noted that a laparotomy had 
been done elsewhere at which a gland was removed. Dr, 
van Beek obtained and examined this mesenteric gland, and 
made the diagnosis of Whipple’s disease. This patient was 
treated with “salazopyrin” (an intestinal sulphonamide) 
with dramatic results. To quote Dr. van Beek’s words, 
“ This man who had one foot in the grave after nine years 
of diarrhoea is completely cured, and now eight years later 
is in excellent condition.”—I am, etc., 


Ipswich. J. W. PAuLLey. 


REFERENCE 
1 Paulley, J. W., Gastroenterology, 1952, 22. 128. 


Coal-gas Poisoning 


Sir,—In your annotation concerning the above (Journal, 
August 6, p. 370) mention is made of the possibility 
of adding an odorant to coal-gas, and reference is made to a 
previous discussion (Journal, October 2, 1954, p. 801) in 
which it is suggested that there is a legal objection to such 
addition. 

The objection you there quote was the requirement that 
“no area board shall supply any gas containing carbon 
monoxide unless such gas possesses the distinctive pungent 
smell of coal gas.” It would appear that you have over- 
looked, both in your annotation in 1954 and again in your 
last issue, the fact that this regulation was amended some 
years ago and now reads “no area board shall supply any 
gas which does not possess a distinctive smell.”* There 
would thus appear to be no legal objection to the introduc- 
tion of odorants into coal-gas. The purpose of the amend- 
ment was to ensure that gas supplies other than of coal-gas, 
such as hydrocarbon gases now being supplied in certain 
areas, should likewise be readily identifiable in case of leaks. 
—TI am, etc., 


Chester. V. BISKE. 


REFERENCES 


' Regulation 3 of the Gas (Quality) Regulations, 1949. S.I. 1949, No. 792. 
2 Gas (Quality) (Amendment) Regulations, 1951. S.I. 1951, No. 2287. 


Personification of Paralysed Limbs 


Sirn,—The phenomena of personification anosognosia, 
described by Dr. Macdonald Critchley (Journal, July 30, 
p. 284) in patients with particular cerebral lesions, appear 
comparable with a change in the presentation of the body 
to consciousness that can occur quite generally, but nor- 
mally under conditions precluding any but a_ subjective 
aspect. It is often possible in disturbed dreaming, and 
especially in the hypnagogic transformation of conscious- 
ness, to appreciaic a metamorphic continuity between the 
somatic awareness of an injured limb and the visual image 
of some distorted human or other form. Such changes set 
in from that point of passing into sleep at which normal 
somatic sensation is lost and at which some people describe 
“ floating” or such sensations. This dream metamorphosis 
of the presentation of the limb image to consciousness 
apparently requires the suspension of normal exteroception 
without complete disappearance of the stream of conscious- 
ness and the presence of injury, or perhaps only some 
abnormal postural restriction of the limb. It might be 
possible, on finer comparison of the conditions of the hypna- 
gogic with those of the neurological limb-personification, to 
correlate some of. the functional changes of the transition 
to sleep with the anatomically determined changes resulting 
from lesions which can be followed by personification 
anosognosia. 

Both phenomena seem to be indications of a potentiality in 
the structure of consciousness which, like many other structural 
features, is grossly manifest only in states of dissociation, but 
subtly also permeates the whole system of “normal” waking 
consciousness. This is suggested by Dr. Critchley’s interesting 
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extension of his discussion to finer indications of alienization, or 
even personification, of an abnormally functioning part in 
ostensibly normal consciousness. There is some affinity between 
such a commonplace phrase as, “ This old leg is troubling me 
a lot,”’ and calling a leg, or a colostomy, George. In assessing 
such effects one may distinguish the factor of basic attitude, 
wherein some degree of alienization of an injured or abnormally 
working component of the body image seems almost universal, 
from that of the modes of actual presentation to consciousness 
and overt expression of the foreignness thus imputed. The second 
factor depends on personality and state of consciousness. Using 
this distinction many aberrations, hallucinatory and such phe- 
nomena, may be considered, not as isolated curiosities, but as 


products of the operation under special conditions of factors ° 


whose interaction normally forms our consciousness. Much con- 
tent of attitude to things, the value or relation in which they are 
accepted, has no explicit presentation to the normal working 
consciousness, being absorbed into the latter’s preoccupation with 
the detail of using them. It only shimmers into awareness in 
the form of emotional tensions or in the fine disintegrities which 
constitute a neurotic element in behaviour. 

May not the attitude content underlying the alienization of a 
part be considered, not as a primary phenomenon, but as a 
secondary failure of the identification of self with body, which 
we normally take for granted ? For we must all in some way 
experience that it is no organ, or complex of organs, that gives 
meaning to utterance of the word “I,” nor is it the body-image, 
but rather something which exists only as activity and which in 
becoming conscious associates the body-image with itself. 


Problems of the structure of consciousness are most 
sharply revealed in aberrations, but certainly may be studied 
as matters of alert waking experience. Many disciplines of 
varying value have been propounded for this purpose. 
Hitherto any approach to an empirical, conscious, pheno- 
menology of inner activity has been at large poorly 
regarded, partly for dogmatic reasons and partly from the 
elusiveness of its means, but mainly because its likely results 
have seemed unrelated to current needs and possibilities of 
social activity. To-day, both in the individual and society, 
many difficulties, which may present in psychological terms, 
are widely recognized to proceed from the problem of a 
human spirit life whose realities lie outside the grasp of 
psychological terms in their current usage. This may be felt 
as giving a fresh stimulus to a more empirical and explora- 
tory attitude to the actual structural character of the activity 
of consciousness, as distinct from the psychological con- 
nexions which take part in determining its content.—I am, 
ec., 


Oxford. R. M. Morris-OWEN. 


The Autonomic Nervous System 


Sir,—In his review of Gillilan’s work dealing with the 
anatomy, physiology, and clinical aspects of the autonomic 
nervous system, Dr. J. W. Aldren Turner (Journal, June 18. 
p. 1461) finds it strange to consider Max Peet’s operation 
for the relief of hypertension (1935) the date when the 
autonomic nervous system “got its first firm footing in 
medicine.” Dr. Turner quotes Leriche, who for a number 
of years before this had drawn attention to the clinical 
importance of the sympathetic nervous system, while Gask 
and Ross had published a monograph on its surgery in 1934. 

If it is allowed at ali to link general acknowledgment of 
the prominent importance of the autonomic nervous system 
with therapeutic procedures or scientific publications, then 
1 would like to quote the monographs published in 1926 
by Felix Mandl in Vienna, Die Paravertebrale Injektion, 
Anatomie und Technik, Begrundung und Anwendung (Para- 
vertebral Injection, Its Anatomy and Technique, Rationale 
and Application), one of the fundamental works on the 
therapy of various internal conditions by influencing the 
peripheral autonomic system. Last but not least, I would 
draw attention to a textbook published long before this 
(in 1910) by H. H. Meyer and R. Gottlieb (Vienna): Die 
Experimentelle Pharmakologie als Grundlage der Arznei- 
behandlung (Experimental Pharmacology as the Basis of 
Drug Therapy); this work, continued later by the well- 
known pharmacologist E. P. Pick, deals extensively with 


the autonomic nervous system and contains a graph on the 
anatomical and functional connexions of this system with 
the internal organs. This graphical representation became 
a classic.—I am, etc., 


Brandon, Manitoba, 
Canada. 


M. TYNDEL. 


Modern Treatment of Leprosy 


Sir,—Belatedly, because of the distance and the slowness 
of mails. bearing periodicals, I offer certain comments on 
the taik by my friend Dr. James Ross Innes before the 
Royal Society of Tropical Medicine and Hygiene in Edin- 
burgh last March, as reported in your pages (Journal, March 
5, p. 597) under the heading, “ Defects in Modern Treat- 
ment of Leprosy.” The late Dr. John Lowe promptly com- 
mented (Journal, March 26, p. 787), and first of all 1 would 
like to associate myself with what he wrote. 

My main concern is not with that part of Dr. Ross Innes’s 
talk that did not pertain especially to sulphone treatment. 
For example, the problem of the criteria of cure is the same 
now as in the past, and it will doubtless exist in the future 
when the hoped-for better drugs are found. It is not 
unique ; it exists also in tuberculosis, for example. And 
the wish to attain some means of enhancing immunologi- 
cal resistance in leprosy would remain whatever drug might 
be used: in chemotherapy. 

It is understandable that a clinician might develop a sense 
of frustration, of impotence, because of the time it takes 
first to clear patients of their visible lesions and then to 
clear the lesion sites of the residual bacilli—* residual ” 
used advisedly. In the meantime, however, there should be 
noted on the asset side the tremendous change that has 
occurred in the atmosphere—figurative and literal—of 
leprosaria since the advent of the sulphones. J/tem: the 
rapid clearing of cutaneous ulcers, other than the trophic, 
to the great relief of the patients and the easing of the task 
of the staff—more than one administrator has testified that 
the saving on bandages alone covers the cost of the new 
drugs. Item: the rapid clearing of ulcers of the nose and 
throat, and the virtually complete abolition of tracheotomies 
(that task gave way long since to that of removing the tubes 
from old cases). /tem: the fact that in many countries 
there is increasing difficulty in finding among hospitalized 
patients removable lepromas suitable for the manufacture 
of lepromin. /tem: everywhere, finally, the great decrease 
of death rates (other drugs than the sulphones being also 
implicated here, of course), and the fact that when there is 
a necropsy there is seldom to be found material for the 
study of leprotic lesions other than the subsiding or residual 
ones. In these things the old days are gone. 


When discouragement threatens it might be salutary to give 
thought to what we are up against in undertaking to rid a well- 
established lepromatous case of the lesions and bacilli. Leprosy 
of that type is without parallel among chronic diseases of man 
in the tremendous numbers of the bacteria in the lesions ; it 
has been estimated (Hanks) that there are more than a billion 
per c.cm. of leproma, and the numbers may often be much 
greater. Acid-fast bacilli are not readily destroyed by ordinary 
phagocytes, and in certain kinds of animals (white mice, for 
example) the bodies of heat-killed leprosy bacilli may be found 
a year or more after they are introduced. In lepromatous leprosy 
the phagocytes actually harbour and nourish the bacilli, the 
multiplication of which leads to the passive conversion of the 
macrophages to the inert Virchow lepra cell, loaded with bacilli 
and their structural and chemical debris. The person with lepro- 
matous leprosy lacks that pec iliar capacity—the fundamental 
characteristic of tuberculoid lep:osy—which causes the active con- 
version of the phagocytes to epithelioid cells that destroy the 
bacilli instead of harbouring them. 

Since the lesion cells of lepromatous leprosy normally harbour 
the bacilli, and since treatment can, as yet, only interfere with 
their multiplication (bacteriostasis), it would be necessary in 
order to attain Ross Innes’s specified clearing in 6 to 12 months 
either (a) to find a drug which would first enter the lesion cells 
and then actually destroy the bacilli there (bacteriolysis), all 
without harm to the other cells of the patient’s tissues, or else 
(b) to find one which by some as yet unknown process would 
induce the conversion of the non-resistant, anergic milieu to a 
resistant, reactive one. Either would take some doing. 
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Contrary to the impression to be gained from some writings, 
with the present treatment most of the bac#li are cleared away 
as the lesions undergo clinical recession, and it is that process 
we may hope to enhance and accelerate. If it were that only 
lesion cells disappear and not bacilli, the bacilli left behind 
would become greatly concentrated, with tremendously increased 
numbers per field in the smears. That does not happen. The 
bacilli that persist are residuals, which themselves slowly lessen 
in numbers; and in the meantime no one can tell whether those 
present are alive or dead. Hence the system of “ medical dis- 
charges” open to patients at the United States Federal 
leprosarium at Carville, La., whose lesions have cleared up 
clinically but who still have bacilli in smears. 

Rather than stress how far from completely satisfactory 
is present-day treatment of leprosy, it would be proper to 
point out, first, how much more satisfactory it is than any- 
thing we have had heretofore, and, second, to suggest that 
this advance gives reason to anticipate hopefully further 
advances in the future—with work and within reason. 
Dr. Ross Innes’s thesis is, after all, only that there is urgent 
need for that improvement, and to that anyone may agree 
without admitting discouragement. 

The statement, “In leprosy therapy the only sound policy 
at present is to investigate drugs which have an action in 
human tuberculosis or on the human tubercle bacillus,” is 
open to exception if it is meant that only such drugs should 
be investigated. They should, of course, be tried out, but 
the search should not be limited to them. The tubercle and 
leprosy bacilli and their effects are very different. Sulphone 
was tried out for tuberculosis and discarded. On the other 
hand, streptomycin and isoniazid have not shown up at all 
well in. leprosy. Nor are the results of experimental treat- 
ment of so-called rat leprosy necessarily applicable to human 
leprosy, for again the two germs and the lesions are very 
different. Under these circumstances advancement is likely 
to be slow, but it may nevertheless be expected.—I am, etc.., 


Culion Sanitarium, 
Philippines. a H. W. Wabe. 


Drowning 


Sir,—I should like to say how much I agree with Dr. 
G. L. Davies (Journal, August 6, p. 378) concerning the 
article on drowning by Dr. K. W. Donald (Journal, July 16, 
p. 155). I think the experiments described were both revolt- 
ing and useless, as the main conclusion drawn is that arti- 
ficial respiration must be begun as soon as the body is taken 
from the water. Did we not know this before? It seems 
a great pity to use valuable space in the Journal for such 
articles.—I am, etc., 


South Petherton, Som. Epwina HaGue. 


Comforters 


Sir,—Ass the father of two finger-suckers I have been 
greatly interested in the letters in the Journal lately. Our 
two have always used their comforters (woollen shawls) as 
a shield to hide their finger-sucking, and are now past the 
stage for dummies as suggested by Dr. G. D. McGrath 
(Journal, August 6, p. 379). We have tried bandaging, 
fingerstalls, “ elastoplast,” bags on one hand, and even on 
two hands. Whatever we do, the precaution is removed, and 
is sucked in spite of impregnation with inf. quassiae conc. 
Deformities are beginning to arise now, and I will be most 
grateful for any further ideas to stop this habit.—I am, etc., 


A. L. Cowan. 


Nuneaton. 


Treatment of Auricular Fibrillation 


Sir,—In his letter on the treatment of auricular fibrillation 
by digitalis and digoxin (Journal, July 23, p. 263) Dr. 
John H. Swan refers to the frequency with which these drugs 
cause gastric upset. He quotes a case where a female of 
65 years developed fibrillation after lobar pneumonia which 
could not be adequately controlled by digitalization on 





account of the side-effects. It is well recognized that digitalis 
is a gastric irritant in large doses, but I have rarely found 
it necessary to replace this drug for this reason. Where this 
symptom has occurred, I have found that administration of 
aluminium hydroxide has given much relief. 

In September, 1948, a female patient aged 58 years, 
whom I had been treating for hypertension, developed auri- 
cular flutter with congestive failure. She was given, in all, 
24 gr. (1.6 g.) of digitalis folium in 24 hours, and the vomit- 
ing from which she suffered in consequence was greatly 
alleviated by aluminium hydroxide. At the end of that 
period the drug was stopped, and the flutter reverted to a 
slow fibrillation. After another 24 hours she was given 2 gr. 
(0.13 g.) of digitalis three times daily, aluminium hydroxide 
being again administered whenever the sickness recurred. 
Within a fortnight normal sinus rhythm was restored. Since 
that time she has been kept on a maintenance dose of 
1 tablet of digitalis folium three times a day, with satisfactory 
results. I have never tried chlorpromazine hydrochloride as 
Dr. Swan suggests, but I have found that a gastric sedative, 
such as aluminium hydroxide, is a useful adjuvant to 
ameliorate any upset.—I am, etc., 


Kingston-on-Thames. M. H. FRIDIJOHN. © 


“ Over-the-Counter ” Spectacles 


Sir,—It is curious to note a gentleman bearing an 
honoured name in ophthalmic surgery, Mr. D. Priestley 
Smith, making a statement (Journal, August 6, p. 382) that 
he has “never known of any lasting harm from wearing 
wrong glasses.” Perhaps not from the glasses themselves, 
but the purchase of store glasses exposes the wearer to the 
grave risk of delayed treatment of diseases of the eye. 
Surely he must have come across cases of this kind— 
glaucoma, for example—as mentioned in the valuable letter 
of Mr. O. Gayer Morgan (Journal, July 30, p. 326). 

I could relate many similar cases in my own nearly 50 
years of ophthalmic practice, but for want of space, not 
to mention the patience of readers, my statement must 
suffice. All ophthalmic surgeons must have encountered 
innumerable cases of severe headache and eye-strain due to 
wrong glasses. These symptoms, in my own experience, 
may occasionally be so severe as to cause retirement from 
a large, prosperous business, or even thoughts of suicide. 
Fortunately they were cured immediately by the use of 
correct glasses. 

Finally, one marvels at the temerity of Mr. D. Priestley 
Smith’s attempt to besmirch members of an honourable 
branch of his profession in suggesting that it is greed of 
money rather than medical honesty that may influence an 
ophthalmic surgeon in forming his opinion of “ over-the- 
counter” glasses.—I am, etc., 


Liverpool, 1. A. E. BURROUGHs. 


Book Reviews 


Sir,—Having toiled in medical journalism for more than 
40 years, alternately as reviewer, author, and editor, I would 
like to say how heartily I abominate the anonymous reviewer 
with a sting in bis tail, “ willing to wound and yet afraid 
to strike.” The author who has been treated with flippant 
hostility in a signed review has at least the privilege of 
knowing who is potting at him. He has the further privi- 
lege of defending himself before the same forum when an 
editor insists on being fair to both parties and refuses to 
suppress the author’s side of the case. But when a hostile 
review is not signed, the author may be set wondering who 
among his many colleagues is responsible, and he may come 
to people his world with a vague host of enemies. There 
is nothing so easy and cheaply fascinating as to demolish 
in a few sprightly sentences a work which has taken years. 
The reviewer with an itch to be witty at the expense of 
some fellow-being should remember Pascal's verdict: 
“ Diseur de bons mots, mauvais caractére.’—I am, etc., 


Sunnfjord, Norway. CLAUDE LILLINGSTON. 
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LORD HORDER OF ASHFORD 
G.C.V.O., M.D., D.C.L., F.R.C.P. 


Lord Horder died on Saturday, August 13. In the 
morning he had a coronary thrombosis associated 
with severe shock and pain. The pain was quickly 
relieved by the doctor in attendance, and in the period 
of consciousness during the day Lord Horder gave those 
present a dissertation on his symptoms as if he were 
discussing a case on one of his ward rounds at 
Bart’s. Then he talked about the play being acted in 
his garden. Later in the 
day he died peacefully. 
The death of Lord 
Horder removes the most 
outstanding clinician of 
his time and the _ per- 
sonality in British medi- 
cine best known to the 
general public. He was 
more than a_ physician 
at the head of his profes- 
sion, he was an interpreter 
of medicine to the public. 
He was “Harley Street ” 
to the newspaper world. 
His pronouncements were 
eagerly sought and they 
were expressed with clear- 
ness and force. He was 
to medicine what Dean 
Inge was to the Church 
—a dispassionate thinker, 
never afraid of the truth, 


and able to employ 
language in such a way 
that, whether he com- 


; 
manded agreement or not, . 
none could mistake his {| 
meaning. Although so 4 
much before the public, he Hea — 
was first and foremost not 
a publicist but a clinician—a good doctor—jealous for 
the honour of his profession and its freedom to serve 
the community. 

Early Years 


Thomas Jeeves Horder was born on January 7, 1871, 
in the little Dorset hill-town of Shaftesbury. The town 
was proud, when its distinguished son had gained a 
great reputation, to make him an honorary freeman. 
His father was Albert Horder, a business man of Swin- 
don. Thomas Horder was educated at Swindon High 
School, from which he went to London University and 
to St. Bartholomew’s Hospital. As a student Horder 
took a correspondence course in biology organized by a 
tutorial college in Red Lion Square under Mr. Briggs, 
as an offshoot of his University Correspondence College 
at Cambridge. H. G. Wells, as a tutor in biology, is 
said to have scribbled on one of Horder’s papers a note 
to the effect that he was not cut out for research. But 
he gave early evidence of unusual ability by winning 
an entrance scholarship in chemistry and physiology in 
1891, and junior and senior scholarships in anatomy and 
physiology in 1892 and 1893. In the latter year he took 
the B.Sc. of London University, with first-class honours 





Lord .Horder at the age of 62. 


in physiology, and he qualified in medicine in 1896. In 
1897 he won the Brackenbury scholarship, and in the 
next year the Lawrence scholarship and took the M.B. 
degree with first-class honours and gold medals in medi- 
cine, midwifery, and forensic medicine. He became in 
1899 a Member of the Royal College of Physicians, and 
in the same year took the London M.D. 

His resident hospital experience began with his ap- 
pointment as house-physician to Dr. Samuel Gee at St. 
Bartholomew’s, and this was followed by the posts of 
clinical assistant in the throat department, casualty 
physician, and chief assistant in the skin department of 
the hospital. He was also demonstrator in pathology and 
assistant demonstrator in practical medicine, physiology, 
and biology in the medical 
school. A term as resident 
at Great Ormond Street 
gave him some _ useful 
experience in diseases of 
children. 

At St. Bartholomew’s 
he came specially under 
the influence of Samuel 
Gee, one of the out- 
standing teachers and per- 
sonalities of the hospital 
at that time, and no 
master ever owed more 
to his pupil. When the 
second edition of Gee’s 
Clinical Lectures appeared 
in 1906 Horder added 272 
aphorisms which he had 
collected and which, 
according to Sir Norman 
Moore, in his History of 
St. Bartholomew’s Hospi- 
tal, gave a perfect idea of 
Gee’s teaching at the bed- 
side. Horder attended 
Gee in his last illness. 
When, at the request of 
many friends, | Horder 
published a collection of 
his own obiter dicta in 
ward and out-patient teaching, he dedicated it to the 
memory of Gee. 








Consultant in General Medicine 


Horder’s consulting experience began with his appoint- 
ment to the honorary staff of what is now the Royal 
Northern Hospital. But, of course, it is again with St. 
Bartholomew’s that his name will ever be associated. It 
was in 1912 that he was appointed to the honorary staff, 
and there he remained for nearly a quarter of a century, 
becoming senior physician in 1933, and retiring in 1936 
on reaching the age limit of 65. His farewell lecture 
on “Clinical Medicine ” was published in this Journal 
(January 25, 1936). On his retirement his colleagues and 
students subscribed to the presentation of his portrait 
in oils, which was hung, in company with those of Paget 
and Abernethy and others who have brought fame to St. 
Bartholomew’s, in the great hall of the hospital. - The 
portrait, painted by Sir William Nicholson, recalls 
Horder’s alert, at times puckish, and yet kindly coun- 
tenance, though it perhaps lacks the twinkle of humour 
which did so much to offset his occasional asperities. 
In his farewell lecture at St. Bartholomew’s he spoke 
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of the three great advances he had witnessed in his 
time. The first was the integration of morbid anatomy 
with clinical medicine, the second the development 
of laboratory methods bringing about the birth of 
clinical pathology, and the third the arrival of x rays. 
Horder might well be called the “father of clinical 
pathology.” 

During all these years his reputation as a consultant 
in general medicine grew until he became the most 
sought-after physician of the period. He was attached 
in a consulting capacity to the Royal Northern Hos- 
pital, Royal National Orthopaedic Hospital, and the 
Royal Cancer Hospital, also to hospitals in half a 
dozen places outside London, one of them his own 
home town of Swindon. During the war of 1914-18 
he was captain (temporary major) in the R.A.M.C. 
attached to the Ist London General Hospital. 

In his private practice he was medical adviser to 
many famous people, including three Prime Ministers, 
and his name’came to be looked for in important 
bulletins. As a young physician he was called into 
consultation by the medical advisers to Edward VII, 
believed by them to have glycosuria. Above the bed 
of his patient Horder observed a number of bottles of 
patent medicines, among them a popular remedy 
against rheumatism he knew to contain salicylates. 
After Edward VII had for a time abstained from his 
patent remedies Horder found that the diagnosis of 
glycosuria was incorrect. In 1923 he was appointed 
physician to the Prince of Wales (afterwards Edward 
VIID, a position he held until 1936. Early in the reign 
of George VI he became, with Viscount Dawson of 
Penn, Sir John Weir, and Sir Maurice Cassidy, Piysi- 
cian in Ordinary to the King, and at the time of his 
death he was Extra Physician to the Queen. He was 
knighted in 1918, made a baronet in 1923, and ten 
years later was raised to the peerage as Lord Horder 
of Ashford. His elevation was we!comed in medical 
circles, not only as the reward of merit, but as furnish- 
ing another able representative. of medicine in the 
House of Lords, the others then being Lord Dawson, 
who was made a peer in 1920, and the late Lord 
Moynihan, in 1929. In the House of Lords he did 
much useful service. He always had the attentive ear 
of that assembly when he addressed it on motions or 
legislation which had a bearing on health. 


Public Activities 


In the Royal College of Physicians, of which he 
became Fellow in 1906, he served as examiner, member 
of Council, and Censor. To the Royal Society of Medi- 
cine he rendered many services. One was his chairman- 
ship of a committee appointed by the Society in 1924 to 
investigate the claims made for “the Abrams box ” of 
electronic apparatus, which almost rivailed in mystery 
that other box of Joanna Southcott. He also presided 
over a committee appointed by the Society in 1939 to 
consider methods of protection for the fighting man 
against missiles. Other medical bodies with which he 
was prominently identified were the Association of 
Physicians and the Pathological Society. In the Har- 
ben lectures of 1953—published under the title of Fifty 
Years of Medicine—Horder remarked that physical 
medicine is “one of the most important developments 
in medicine in my time,” and he was happy to be presi- 
dent of the British Association of Physical Medicine. 
He was also an ex-president of the Harveian Society 
and of the Medical Society of London, and had been 


a trustee of the Ciba Foundation from its inception 
in 1949, 

The various bodies concerned with medical sociology, 
public health, and the inculcation of hygiene with which 
he was prominently associated make a long list. He 
was president or chairman of the National Birth Con- 
trol Association, the Eugenics Society, the National 
Society for the Prevention of Venereal Disease, the In- 
dustrial Health Education Society, the Greater London 
Provident Scheme for District Nursing, the Advisory 
Board of Mount Vernon Hospital, the North-west Lon- 
don Child Guidance Society, and the National Smoke 
Abatement Society. Hé took a large part in such ven- 
tures as the Central Council for Recreative Physical 
Training and the Population Investigation Committee. 

Five movements with which he was identified merit 
special mention. He was for many years the leading 
spirit in the Cremation Society, and frequently in pubic 
urged the advantages of cremation, though hé would 
not have it made compulsory. He would put the case 
with his usual terseness: “ Each new crematorium will 
save the space of a football field.” Another cause to 
which he gave his advocacy was noise abatement, and 
the League of which he was founder and chairman 
owed almost everything to his enthusiasm. He was 
intent on bringing home to the community how they 
might escape from the nervous wear and tear caused by 
needless noise. The incidence of rheumatism had 
always been a concern of his, and in 1925 he had 
published a small book on the subject. Later he was 
chiefly instrumental in forming the Empire Rheumatism 
Council and in carrying on its work in the face of much 
public apathy on the subject—apathy which has now 
largely been overcome. He was chairman of the Council 
from its inception in 1936 to 1953. To the British 
Empire Cancer Campaign he gave great service as chair- 
man of the Scientific Advisory Committee, and he was 
mainly responsible for the elaborate clinical review and 
follow-up of all cancer cases in London hospitals which 
the Campaign began in 1938. In the first winter of the 
war an immense social problem was created by the fact 
that hundreds of thousands of persons spent their nights 
in air-raid shelters, and it was to Lord Horder that the 
Government turned for an enlightened lead on health 
precautions. The speed with which, under his chair- 
manship, a committee made recommendations was 
almost a record for official inquiries, and the result 
largely contributed to the placing of the shelter problem, 
not on a satisfactory footing—it could never be that— 
but at least on a footing that forestalled large out- 
breaks of infectious or contagious disease. His other 
great wartime service was given in his capacity as 
adviser to Lord Woolton, the Minister of Food, and with 
Sir Jack Drummond he was responsible for a food 
policy that kept the home front in good heart and good 
health. 

To every task he brought a sharp intelligence, and 
to the espousal of every cause he took up a mastery 
of lucid phrase. Progressive causes—some of them in 
advance of their time—might count upon his advocacy. 
He was an earnest upholder of the equality of oppor- 
tunity of the sexes, and took many occasions to welcome 
the woman doctor and to suggest new fields in which 
she might render special service. 

Defending himself against the charge that he had 
engaged in too many and too diverse activities, Horder 
said: “ The amenities are the handmaidens of medicine, 
and I have done my best to help them, believing, with 
Virchow, that medicine is a social science.” 
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Lord Horder as Teacher 


Lord Horder had great qualities as a teacher. In 
the education of medical students he was insistent on 
many important points, as, for example, that in the 
teaching of anatomy time should be given to the study of 
surface markings and contours, even at the sacrifice of 
some of the elaborate and painstaking dissections ; that 
a thorough acquaintance should be made at the very 
beginning with the technique of the various instruments 
used for routine examination of the different parts of the 
body—the stethoscope, laryngoscope, blood-counting 
apparatus, and so on—and that in dealing with the 
patient the information to be gathered from general 
appearance and from deviations from the average 
should not be overlooked in the concern over more 
specialized examinations. His greatest influence as a 
teacher was perhaps the example he set at the bedside 
of the patient, in his painstaking adherence to the classi- 
cal routine of a thorough clinical examination. . His 
retentive memory and heightened capacity to observe 
made him a virtuoso in spot diagnosis, a virtuosity, how- 
ever, that was based on the thoroughness with which 
over the years he had trained his powers of observation. 
Asked once to give a list of the best books to read in 
medicine he headed it, following C. B. Lockwood in 
this, with Jevons’s Primer of Logic. 

He loved teaching, and long after his active associa- 
tion with St. Bartholomew’s had ceased he took part in 
the teaching work of the British Postgraduate School at 
Hammersmith, of whose governing body he was a mem- 
ber. Twice a year it was his custom to visit three or 
four provincial centres, and, after dinner with the local 
Division of the British Medical Association on the 
Saturday night, to spend the following morning with 
such cases as the local practitioners brought forward. 

At Annual Meetings of the Association he twice held 
office as Vice-President of the Section of Medicine and 
twice as President, and for some years he was a valued 
member of the Arrangements Committee at Head- 
quarters. 

A long career in consulting practice, so far from 
rendering him aloof from the family doctor, made him 
more appreciative of the part the family doctor had to 
play. He was proud of the fact that he was trusted by 
numerous family doctors, even though some of them, 
to his vexation, sent him their patients accompanied only 
by a visiting card—a form of consultation which he 
thought a bad one from the point of view of patient, 
doctor, and consultant. Addressing a hypothetical 
family doctor on one occasion, he begged him not to 
be defeatist: “ Remember you are really indispensable : 
make yourself more indispensable still. Make yourself 
still more worthy of what the poor patient, who is 
nearest to the fundamentals of life, thinks of you. He 
thinks you are his best friend, both when he is sick and 
when he is well. You and your colleagues are the ‘ thin 
red line’ to protect what would otherwise be defence- 
less.” ; 

He was a little impatient of the overgrowth of 
specialism, and once expressed his satisfaction at 
addressing a gathering of “ non-adjectival doctors.” In 
his view the general practitioner’s job was not to furnish 
“Mr. and Mrs.' Jones and the little Joneses” with an 
address at which their respective ills could be attended. 
From his knowledge of their history, their habits, and 
their surroundings it was for him to give them advice 
and warning on feeding, medicines, and other matters, 
making such examinations as were necessary, and to 


remind them of the facilities which were available. No 
man more ruthlessly tore aside pretentiousness or 
mystery for mystery’s sake in the practice of medicine. 
In his speaking he always showed candour, a quiet 
sanity, a practical outlook, and not infrequently an edge 
of irony. 

As a Writer 

In the early part of his career Horder wrote many 
articles for his own hospital and other journals. His 
most notable contribution to clinical medicine was his 
paper on 150 cases of infective endocarditis in the 
Quarterly Journal of Medicine for April, 1909, in which 
he stated that with care a positive blood-culture could 
be obtained in 90% of cases. He observed that “ infec- 
tive endocarditis is pre-eminently a form of strepto- 
coccal disease,” and that the type was “one or other of 
three types of streptococci that are more closely allied 
tc the ‘saprophytic’ streptococci of the alimentary 
tract.” A common subject which he dealt with at that 
time was vaccines, their preparation and use. In 1907 
he edited Abel’s Laboratory Handbook of Bacteriology ; 
in 1909 in Allbutt and Rolleston’s System of Medicine 
he revised a lengthy article on pleurisy which Gee had 
originally written, and in 1910 he published his Clinical 
Pathology in General Practice, in which he included an 
account of vaccine therapy. His object in that work 
was to present practitioners with a brief survey of the 
scope of usefulness of modern pathological methods as 
applied to diagnosis and treatment. With A. E. Gow 
in 1928 he published Essentials of Medical Diagnosis. 
The introduction stated that it was customary to 
apologize for adding yet another book to the long list 
of those which dealt with aspects of medicine, but the 
absence up to date of a book which treated in element- 
ary fashion of medical diagnosis seemed to justify a 
departure from custom. The book contains much 
valuable information, and is used a great deal by 
students. 

Sometimes he wrote for a wider public. In 1924 he 
wrote an introduction to a book by Dr. S. Calvin Smith, 
of Philadelphia, on the prevention of heart disease and 
the care of damaged hearts. The book was designed 
for the lay public, and Horder wrote his introduction 
because he believed that Calvin Smith had succeeded in 
a task where failure would have occasioned little sur- 
prise. His excellent little volume of essays Health and 
a Day found wide acceptance and went through two 
editions in the year in which it was first published. It 
embodied the pragmatical philosophy which had guided 
his judgment over a long period. In the first world war 
he wrote an Oxford primer on cerebrospinal fever, and 
in the second world war became general editor of the 
medical war manuals published by the Oxford Univer- 
sity Press. He was also for a time consulting editor of 
the British Journal of Physical Medicine. He edited 
the second edition of the British Encyclopaedia of 
Medical Practice, published in 1950, and also the 
annual supplementary volumes. 


Medical Politics 


From 1945 to 1951 Horder was a member of the 
Representative Body, and those who attended its meet- 
ings will not soon forget his pertinent and sometimes 
pungent comments from the platform. He served on a 
number of B.M.A. committees and subcommittees, and 
in particular was a member of the Negotiating Com- 
mittee in 1947-8. He was a member of Council in 
1948, 1950, and 1951. An individualist above all things, 
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Horder at times felt he was a lone voice in the medico- 
political affray,in the years, and especially in the 
months, before the “appointed day” of the coming 
into force of the National Health Service Acts of 1946 
and 1947. The sense of dissatisfaction prevalent after 
the second plebiscite in 1948 was expressed in the forma- 
tion that year of the Fellowship for Freedom in Medi- 
cine, of which he became the natural leader as its chair- 
man. He made it clear that in this he had no desire to 
cause a split in the ranks of the B.M.A., yet felt it 
necessary to fight for the preservation of medical 
standards and to protect the public from what he be- 
lieved to be the evils of a State monopoly in medicine. 
Whether one agreed with his views or not, they had 
the great merit of jerking an audience out of com- 
placency. 

Lord Horder was made K.C.V.O. in 1925 and 
G.C.V.O. in 1938. The Hon. D.C.L. of Durham was 
conferred upon him, and during the British Medical 
Association meeting in Australia in 1935, at which he 
delivered the Popular Lecture (on the case for eugenics) 
he was made Hon. M.D. of Melbourne and of Adelaide. 
He was Deputy Lieutenant of Hampshire, in which 
county he had his country home, Ashford Chace, Peters- 
field, and there he indulged his one recreation, which 
was gardening. His garden was a delight to himself and 
his friends. Horder had an inexhaustible interest in so 
many matters and so many people that he must have 
had a remarkable physique to remain so alert to the 
human scene during his long life. He had a great gift 
for friendship; his zest for living, his approachability 
and wit, even his human weaknesses, made him a lovable 
personality to a wide variety of persons of all ages. 
Even though he reached a great age, his departure 
leaves us with a sharp sense of loss; his vitality was 
that of a man much younger in years than himself. 

He married in 1902 Geraldine, daughter of Arthur 
Doggett: Lady Horder died in 1954. His son, the Hon. 
Thomas Mervyn Horder, born in 1911, is the new baron. 
Of his two daughters one married Dr. E. R. Cullinan, 
physician to St. Bartholomew’s Hospital. 


We are indebted to Sir THomas Dunuitt for the follow- 
ing appreciation: 

When I came from Australia to St. Bartholomew’s Hos- 
pital early in 1920 Lord Horder was already a senior 
member of the medical staff. The Square at Bart’s forms a 
unique setting for—amongst other things—the gathering of 
students to meet their chief at 1.30 p.m. precisely. One of 
my most distinct memories of 35 years ago is watching Sir 
Thomas Horder accompanied by his house-physician emerge 
from under the archway, become enveloped by his group, 
and lead them towards the entrance to the wards, a short 
man with a big head, erect poise, and obviously with com- 
plge self-possession, I pondered why this group was always 
so large. At Bart’s, as elsewhere, each physician and sur- 
geon, while admitting almost every type of case, was parti- 
cularly interested in one or other of what have now become 
the specialties. The friendliness of the staff was such that 
a member might—and did—invite any member from the 
other branch who was interested in a particular type of case. 
In such fashion I first met Horder in his wards, and one 
quickly learnt why his following seemed to half-fill the 
ward. A surgeon was never asked to see one of his patients 
until his clerks had all appreciated the signs and symptoms ; 
no x-ray examination was asked for—except in an emer- 
gency—until the physical examination had been completed ; 
ne blood, urine, or bacteriological investigation was ever 
incomplete. Then, if necessary, a surgeon would be asked 
his opinion, his reasons, and his advice, while a pair of level 
eyes, kindly but unflickering, looked him straight in the face. 
In those early times I left his ward more happily than I 
entered it, for I knew I was in the presence of a man whose 
knowledge was great, who was very wise, and who could be 





critical. He always arrived at Bart’s in adequate time to 
see the necropsies without being late for his ward round, 

Friendships grew slowly in those days. Later, both in 
hospital and elsewhere, consultations were a source of 
pleasure as well as of interest, because he himself and so 
many of his patients were men of affairs. He always came 
to see his patients operated upon, and to see them after- 
wards In his consulting-room a bowl of beautiful flowers 
from his garden always stood on his desk, and from time 
to time a new picture on its walls. In those days we never 
seemed to hurry. (I think of a statement Harvey Cushing 
once made to me: “Hurry is bad. If I had hurried it 
would not have been good for this patient.”) In summing 
up a debate Horder was particularly effective. It might be 
following a series of articles in a journal, or it might be 
one of those informal debates that so often arise after coffee 
at a dinner of medical men at a private club. 

To pass from his wisdom to one experience that gave him 
pleasure. At the Annual Meeting of the B.M.A. held in 
Melbourne in 1935 he was President of the Section of Medi- 
cine, I of the Section of Surgery. Most of the party re- 
turned by way of the East Indies. He and I returned to- 
gether by the more direct route. He had no secretary 
attempting to make appointments, no anxieties. He was as 
happy as a schoolboy. 

Few men can have lived a life so long, so full of service 
until its sudden end. 


Sir ARTHUR MACNALTy writes: Lord Horder has left us: 
a prince of clinicians, one of the first to bring the laboratory 
to the bedside, a kind friend, a promoter of many good 
causes, a lover of literature and flowers. In his manifold 
activities he rendered great service to the central health 
authority. The association began 50 years ago by his 
research work, recorded in contributions to the annual 
reports of the Medical Officer of the Local Government 
Roard. In the report for 1906-7 he published a paper 
“On a Study of the Micro-organisms Associated with 
Rheumatic Fever and Malignant Endocarditis.” In the 
report for 1907-8 he contributed a paper with F. W. 
Andrewes “On the Behaviour of the Leucocytes in Rela- 
tion to Infection by and Vaccination Against the Pyogenic 
Cocci,” and with M. H. Gordon reported “On an Investi- 
gation of Protective Agents in Meningococcus Infections.” 
Horder often alluded to this early work with satisfaction 
He was generous in his assistance and advice when I made 
an investigation of “Lymphadenoma with Relapsing 
Pyrexia” for the Ministry of Health, a subject in which 

e took especial interest. 

From 1935 to 1939 he was a member of the Minister of 
Health’s Medical Advisory Committee, and we frequently 
benefited by his help and counsel. In 1940 the Minister 
of Home Security and the Minister of Health appointed a 
committee under Lord Horder to inquire into the health 
conditions of air-raid shelters. Here he rendered conspicu- 
ous war service, and, also, as medical adviser to the Ministry 
of Food. In the study of rheumatic diseases, in cancer 
research, and in many other fields his knowledge and time 
were at the service of mankind. He died, as he would have 
wished, when the burden of years still sat lightly upon him, 
and the memory of his wit and wisdom abides. 


Dr. R. HaLe-Wuire writes: To be a friend of Tommy 
Horder’s was a rich experience and one which even death 
cannot dim. I knew him only slightly until we were together 
in B.M.A. divisional affairs. 
Fellowship for Freedom in Medicine in 1948 our associa- 
tion became very close, and we developed a friendship which 
has been a great joy and which, as he said, might not have 
come about “ but for Bevan.” 

With the brain that gave the public a brilliant clinician 
and an uncanny instinct which could foretell the outcome 
in disease and in medico-politics there went a nature that 
was capable at times of peevishness and sarcasm, but which 
was so lovable that these were quickly forgotten. His 
twinkle, his chuckle, his sense of fun were all those of a 
youngster. Liability to reminisce, a disease which seems 
almost inevitably to grow with years, did not touch him. 
Althgugh he crammed a hundred times more interest into 
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sis life than most people, he seldom spoke of things past 
in answer to a question. His thoughts ran on the 
nt—and on the future. And what a range of subjects 
talk and for argument—art, literature, religion, garden- 

4 (for the expert only), but, above all, individuals with all 
ieir little foibles. In anecdote he was never repetitive. 
with such a wide range he had no need for the formal 
gory; Most of his tales were factually based, but with 
ch a good-natured build-up of character that he and his 
jstener's would soon be helplessly convulsed. Time spent 
with him was always a tonic, whether a few minutes’ dis- 
qssion or a quiet evening, when he would probably bring 
; little “ offering ” of vegetables or some rare bloom and 
yould always make a point of thanking the cook as well 
ys his hostess. 

His great love of his garden is well known, where he 
yed to work all hours, not in gardening clothes, but)in a 

old town suit. On many occasions his garden was open 
p the public for charity, and Tommy would be mistaken 
fr some lower-rank gardener. As such he was recently 
gked by an American how Lord Horder kept his oak trees 
g small. The occasion was too good to be missed—* It’s 
afunny thing about the guv,” he said, “’e doesn’t call them 
wk trees, "e calls them maples.” Until recently Mendicant 
pranced round the garden with him: Tommy always admired 
individualism in humans and in animals, so he loved cats— 
of the right type. Mendicant’s successor was a great dis- 
appointment, as he was too fond of the armchair. 

It has sometimes been said that Lord Horder undertook 
such countless tasks because he could not resist having his 
finger in pies. This is not so. It was because he could not 
curd his insatiable interest. That he was able to do so much 
ws partly due to an outstanding mind and partly to a burn- 
ing energy. But these would not have been enough if it 
wre not for Mrs. Scarfe, his secretary, who for 36 years 
tended this mercurial personality with such understanding 
ad care that he was able to devote his energies to the 
sivice of mankind. 


[The photograph reproduced is by Barratt’s Photo Press Ltd.] 





Dr. THOMAS WILSON-SMiITH, honorary consulting physician 
tothe Royal United Hospital, Bath, died on August 2 in 
§. Martin’s Hospital, Bath, at the age of 90. He was born 
on October 10, 1864, and received his medical training at 
Guy's Hospital, graduating M.B. from London University in 
88. He took the London Conjoint diploma in the fol- 
lowing year, proceeded to the M.D. in 1890, and obtained 
the M.R.C.P.Ed. in 1900. After graduation he held the 
appointments of resident obstetrical assistant at Guy’s 
Hospital and resident medical officer at the Royal Hospital 
for Children and Women before settling in practice at Bath 
in 1891. In the following year he became honorary phy- 
scian to the Royal United Hospital, Bath, continuing in 
that position until 1919, when he was appointed consulting 
physician, In addition, he was for many years medical 
dficer to the Royal School for the Daughters of. Army 
Officers, and during the first world war he became consult- 
ing physician to the Bath War Hospital, an appointment he 
held until the middle ‘twenties. His services as visiting 
physician were called upon also by the Bath Ear, Nose and 
Throat Hospital, and the Bath and Wessex Children’s Ortho- 
pacdic’ Hospital. Dr. Wilson-Smith had the dignified bear- 
ing of the best type of family doctor of his day, and he 
aquired a just reputation as a skilful and reliable physician 
and as a man of culture. He regarded his profession as a 
alling and to it he brought high Christian qualities. Con- 
“quently he was highly respected in Bath and district. His 
one aim in life was to serve his fellow man, and in doing so 
he encouraged others to follow his example. He gave a 
s00d deal of his spare time in assisting medical and other 
missionaries in their work and in their personal problems, 
ind in this connexion the Twerton medical mission at Bath 
wed him much. His sister, Miss Edith M. Smith, who died 
WO years ago, was a nurse and a missionary in the China 
— Mission. He is survived by his widow and three 

nters. 


INFECTIOUS DISEASES AND VITAL STATISTICS 
Summary for British Isles for week ending July 30 (No. 30) 


and corresponding week 1954. 


Figures of cases are for the countries shown and London administrative 


county. 


Figures of deaths and births are for the 160 great towns in 


England and Wales (London included), London administrative county, the 
17 principal towns in Scotland, the 10 principal towns in Northern Ireland, 
and the 14 principal towns in Eire. 
A blank space denotes disease not notifiable or no return available. 
The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 









































































































































CASES 1955 1954 
in Countries Seig!./8 Sgigis/& 
and London Sei sli eiT Biase sik iC ig 
gS /3\/elz2\al as |3\8 lz la 

Diphtheria . . 7 1 2; 0 1 144 0O 1 Oo; 6060 
Dysentery .. 471| 34 155; 20 445| 51} 176 5 0 
Encephalitis, acute 2 1 0 4 0 0 0 
Enteric fever: 

Typhoid .. 6 1 1 0 1 SS -@ @ 1 0 

Paratyphoid 29 2 3 0 8 0 3 0 1 
Food-poisoning 461; 18 3 253) 11 39) +O 
Infective enteritis or 

diarrhoea under 

2 years ae 18] 50 12} 17 
Measles* 12,100} 166} 64] 86] 155] 3,387] 147] 54) 162) 125 
Meningococcal infec- 

tion - + 244 2) 17) O| 2 344 3 906 CU4 2 
Ophthalmia neona- 

torum.. ree 43 2 3} +O 33} OF 4 O 
Pneumoniat 233) 14) 89 1 262} 17} 82 3 
i acute: sanl 19 $3 3 

aralytic . . 

Non-paralytic 120] 32 fis o Ny 4] 2 } 5 4 3 
Puerperal fever§ 240]; 24) I! 1 237] 28) 12 1 0 
Scarlet fever 342} 29] 28) 10); 4 712} 48] 86) 13} 10 
Tuberculosis : 

Respiratory 654} 103) 109) 17 697} 78) 141} 19 

Non-respiratory. . 78) 11} 15 5 117} 14) 18 1 
Whooping-cough .. | 1,705} 74) 50} 84] 112] 2,000) 90) 182); 15) 10 

1955 1954 
DEATHS ; ; 
& : 0 & : v 
in Great Towns oS z si=le if z ie oe 
oe |. 3 Zim|oe ia 3 Zia 
Diphtheria . . o}6U} CUO 1 1) 0 
Dysentery .. 1 0 0 0 0 
Encephalitis, acute 0 0 0 0 
Enteric fever 0 0 0 0 0 0 0 0 
‘Infective enteritis or 

diarrhcea under 

2 years “8 8 0 3 0 1 1 1 1 0 
Influenza 2 3 0 0 I 
Measles 0 0 0 0 0 V7 
Meningococcal infec- 

tion " ye 0 1 1 0 
Pneumonia 134; 13) 16 5 5 119} 17 9 «610 2 
Poliomyelitis, acute 2 0 0 3 0 
Scarlet fever 0 0 0 0 0 0 0 0 
Tuberculosis: 

Respiratory s6f{ 6 _ @ as 80| { 7 it 1 4 

Non-respiratory. . 2 1 i) ee |) 2} 11 0 0 
Whooping-cough .. te oq OO 2; OF OF O i 
Deaths 0-1 year 184) 22] 25 7 12) 179] 17] 23). 12), 17 
Deaths (excludin af 

stillbirths) .. | 4,349] 572] 459] 87| 136] 4,297) 565] 528] 99} 143 
LIVE BIRTHS .. | 7,856)1185} 929) 211} 432] 7,881/1162) 967) 227) 424 
STILLBIRTHS .. 205} 16) 21 211} 22] 24 



































* Measles not notifiable in Scotland, whence returns 


t Includes primary and influenzal pneumonia. 


§ Includes puerperal pyrexia. 
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Vital Statistics 








Poliomyelitis 

In England and Wales in the week ending August 6, 146 
paralytic and 161 non-paralytic cases of acute poliomyelitis 
were notified, compared with 121 and 120 respectively in 
the previous week. The total of 307 was an increase of 66 
cases. The proportion of non-paralytic cases is unusually 
large; it is thought that some of them may be aseptic 
meningitis not due to poliomyelitis virus. The total un- 
corrected notifications up to the 3Ist week this year num- 
bered 1,520. This may be compared with 1,068 in 1954; 
2,256 in 1953; 1,661 in 1952; 1,399 in 1951; and 2,593 in 
1950. Deaths in the 160 great towns numbered 4. From 
the beginning of the year 41 had been reported up to 
August 6, as compared with 38 in 1954 and 125 in 1953. 

Chief centres of poliomyelitis, with total notifications up 
to the end of the 31st week, and incidence per 100,000 in 
parentheses, are as follows : Barnsley C.B. 63 (84), Hoyland 
Nether U.D. (W.R. of Yorks) 10 (63), Dover M.B. 16 (47), 
Stepney M.B. 39 (40), Willesden M.B. 63 (35), Poplar M.B. 
23 (32), and Thurrock U.D. 26 (27). 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during the 
nine years 1946-54 are shown thus ------ , the figures for 
1955 thus — Except for the curves showing notifica- 
tions in 1955, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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Infectious Diseases 


The number of notifications of infectious diseases 
decreased during the week ending July 30 in England 
and Wales. The falls included 2,436 for measles, from 
14,536 to 12,100, 83 for whooping-cough, from 1,788 to 
1,705, 77 for dysentery, from 548 to 471, 10 for scarlet 
fever, from 352 to 342. 

The largest falls in the incidence of measles were 381 in 
Kent, from 1,028 to 647, 192 in Yorkshire West Riding, 
from 617 to 425, 185 in Gloucestershire, from 771 to 586, 
178 in Lincolnshire, from 509 to 331, 148 in Leicestershire, 
from 418 to 270, 144 in Southampton County, from 798 
to 654. Only small fluctuations were reported in the trends 
of scarlet fever and whooping-cough. 7 cases of diphtheria 
were notified, being 1 fewer than in the preceding week. 

The largest outbreak of paratyphoid fever reported was 
7 cases in Essex, Waltham Holy Cross U.D. 

The largest centres of dysentery were Lancashire 1M 
(Liverpool C.B. 41, Blackpool C.B. 36, Manchester CB. 
11, Ashton-under-Lyne M.B. 10), Yorkshire West Riding 
84 (Leeds C.B. 42, Huddersfield C.B. 20), London 34 (Isling- 
ton 10), Kent 26 (Eastry R.D. 19), and Durham 25. 

In Scotland the notifications of dysentery declined by % 
from 213 to 155. The largest return was again from 
Glasgow, 96. 


Outbreak at the Royal Free 


By August 16 the outbreak of the infectious disease of 
unknown origin at the Royal Free Hospital had given mis 
to 98 cases. During the previous week 18 new cases had 
been diagnosed. 76 cases were under treatment and 22 had 
been discharged. Among the cases under treatment were 57 
nurses, 16 other staff (including 3 doctors), and 3 patients 
admitted to the hospital for other diseases. The outbreak 
shows signs of waning, especially at the Gray’s Inn Road 
branch. 

Week Ending August 6 

The notifications of infectious diseases in England and 
Wales during the week included: scarlet fever 1% 
whooping-cough 1,553, diphtheria 5, measles 9,971, acult 
pneumonia 188, acute poliomyelitis 307, dysentery 392, part 
typhoid fever 24, and typhoid fever 5. 
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Medical News 








Too Few Beds.—According to the Emergency Bed Ser- 
vices’s Annual Report (1955), there are too few beds in 
Battersea, Putney, and the neighbourhood of the Royal 
Northern Hospital for the population in these areas, and 
“it is most distressing to have to insist on the admission 
of cases to these hospitals when they are already full.” 
The E.B.S. also comments on the steadily rising proportion 
of cases which have had to be admitted to hospitals through 
medical referees. These are regional medical officers of 
the hospital boards. The boards have been carrying out an 
inquiry into why hospitals had refused urgent cases at the 
first request, and the E.B.S. reports that the situation has 
eased considerably. 


Animal Experiments.—According to the Home Secretary's 
return, Experiments on Living Animals (H.M.S.O., 44d.), 
about 24 million experiments were performed in 1954. Of 
these, 30,461 were performed under anaesthesia throughout, 
266,235 were performed under. anaesthesia from which the 
animals were allowed to recover, and 2,136,791 were per- 
formed without anaesthesia. These were mostly inocula- 
tions, external applications, modifications of diet or environ- 
ment, or the administration of a drug or toxin. Throughout 
the year 4,947 persons held licences for such experiments, 
but 1,364 of the licensees performed no experiments. 


Pakistan Anaesthetists.—A Pakistan Association of Anaes- 
thetists has been formed with the following officers: presi- 
dent, Surgeon Lieutenant-Commander F. N. TARAPORVALA ; 
vice-president, Dr. A. M. ATTAR; secretary and treasurer, 
Surgeon Lieutenant-Commander SHAIKH REHMAN; com- 
mittee members, Major ABDUL Mayip, Dr. M. MUNEERUDDIN, 
and Dr. ESSANULLAH. 


Working Party on Social Workers.—The Working Party 
set up by the Minister of Health and the Secretary of State 
for Scotland, under the chairmanship of Miss EILEEN 
YOUNGHUSBAND, is now ready to receive written evidence 
concerning the field of work, recruitment, and training of 
social workers at all levels in the local authority health and 
welfare services. Persons or organizations who wish to sub- 
mit evidence should do so in writing to the Joint Secretaries 
of the Working Party, Mr. G. I. CRaAwForpD and Miss-E. L. 
Hope-Murray, at the Ministry of Health, Savile Row, Lon- 
don, W.1. 


Journal Index.—The half-yearly indexes to Volume I of 
the Journal and the Supplement for 1955 are now being sent 
to members who receive them regularly and to subscribers. 
Members who have not previously asked for the indexes can 
obtain copies, post free, on application to the Publishing 
Manager, B.M.A. House, Tavistock Square, London, W.C.1. 


Thyroid Prize Essay.—The American Goiter Association 
offers the Van Meter Prize Award of $300 and two honour- 
able mentions for the best essays submitted concerning 
original work on problems related to the thyroid gland. 
Details from Dr. Jonn C. McCuintock, 1494, Washington 
Avenue, Albany, New York. 


Dr. Roger Warwick, lecturer in the University of Man- 
chester, has been appointed to the university chair of 
anatomy tenable at Guy’s Hospital Medical School. 


Dr. R. H. Gorrill, senior lecturer in bacteriology at 
St. Mary’s Hospital Medical School, has been appointed 
to the university readership in bacteriology tenable at Guy’s 
Hospital Medical School. 


COMING EVENTS 


Middlesex County Medical Society.—Dr. T. ROWLAND 
Hitt will give the John Tate lecture on “The National 
Health Service and Its Problems—Lessons Learned Since 





1948,” on Wednesday, seaiidibie 14, at 5.30 p.m. in the 
Middlesex Guildhali, London, S.W.1. All doctors are 
invited. 


Nutrition Society: Scottish Group.—Symposium on 
“Cholesterol and Fat Metabolism in Relation to Diet and 
Disease” at Aberdeen on September 17. Further details 
from Dr. A. M. THOMSON, Department of Midwifery, 
University Medical School, Foresterhill, Aberdeen. 


Fédération Internationale Pharmaceutique.—The sixteenth 
General Assembly will be held at London University from 
September 19 to 23, the Pharmaceutical Society of Great 
Britain acting as hosts. There will be symposia on the 
pharmacy of blood, blood products, and blood substitutes ; 
recent advances in pharmaceutical analysis ; ion exchange ; 
and tests for the sterility of pharmaceutical preparations. 
Congress office : Senate House, University of London, Malet 
Street, London, W.C.1. 


World Medical Association.—The ninth general assembly 
will be held in Vienna from September 20 to 26. The presi- 
dent elect, who will be inducted by Professor A. SPINELLI 
(Italy), the retiring president, is Dr. KARL NIEDERBERGER 
(Austria). One of the items on the agenda, besides regular 
items such as medical education, medical ethics, and finance, 
is the question of relations between the medical profession 
and the lay press. 


NEW ISSUES 
Medical and Biological Illustration.—The next issue (Vol. 5 
No. 3) is now available. The contents include: 
PATIENTS AS PERSONALITIES. A. E. Clark-Kennedy. 
Fire! ! Doig Simmonds. 


MonoralL CAMERAS. R. McV. Weston. 
TRANSILLUMINATION IN BIOLOGICAL PHOTOGRAPHY. 
WorpDs AND Pictures. James Shand. 

MUSEUM TECHNIQUES—FIXATION. Derek Martin. 
EQUIPMENT AND METHODS. 


Issued quarterly; annual subscription £2 2s.; 
12s. 6d.; obtainable from the Publishing Manager, 
House, Tavistock Square, London, W.C.1. 


Ernst Schilow. 


single copy 
B.M.A. 





APPOINTMENTS 


DOoNALDSON, RAYMOND JosePH, M.B., Ch.B., D.P.H., Medical Officer of 
Health and School Medical Officer, County Borough of Rotherham. 

East ANGLIAN REGIONAL HospitaL Boarp.—B. C. Rowlands, F.R.C.S., 
Consultant Surgeon, Peterborough Hospital Group; R. A. Bruce, B.M., 
B.Ch., M.R.C.P., Senior Registrar in Chest Medicine, Cambridge Area 
Chest Clinic ; A. Orwin, L.R.C.P.&S.Ed., Registrar in Psychiatry, Fulbourn 
and Addenbrooke’s Hospitals; M. A. Vali, M.B., B.S., F.R.C.S.Ed., 
M.Ch.Orth., Orthopaedic Registrar, Ipswich and East Suffolk Hospital ; 
A. G. Nafrawi, M.B., B.Ch., Surgical Registrar, Great Yarmouth and 
Gorleston Hospital ; ae ® Stevens, M.B., B.Chir., Medical Registrar, 
Ipswich and East Suffolk Hospital. 

JoHNsTON, RoOsperT N., M.D., M.R.C.P., Consultant Chest Physician, 
Dundee and Arbroath Area. 

STENNER Evans, T., M.B., B.S., D.P.H., Senior Administrative Medical 
Officer, Welsh Regional Hospital Board. 





BIRTHS, MARRIAGES, 


BIRTHS 


Harwood.—On August 5, 1955, at Marston Green Maternity Hospital, to 
Elaine, wife of Dr. K. A. Harwood, of Sutton Coldfield, Warwicks, a 
second son. 


AND DEATHS 


DEATHS 

Horder.—On August 13 peacefully at Ashford Chace. Petersfield, Hamp- 
shire, Thomas Jeeves, first baron, G.C.V.O., dearly loved father and 
grandfather. Memorial service, St. Martin-in-the-Fields, Monday, Sep- 
tember 5, at 12 noon. 

Kennedy.—On July 20, 1955, at Burbage House, Chapel-en-le-Frith, Derby- 
shire, Neil Kennedy, M.B., Ch.B. 

Kirk.—On July 24, 1955, Dudley Dalter Kirk, M.B., Ch.B. 

Miller.—On July 21, 1955, at 22, Madeley Road, Ealing, W.5, Alfred 
Miller, M.B., Lieutenant-Colonel, I.M.S. (retired). 

Murray.—On July 23, 1955, at Viceroy Close, Birmingham, William Murray, 
M.D., aged 86. 

Osburne.—On July 23, 1955, at Lindvilie, Cork, John Carr Osburne, M.B., 
B.Ch, 

Purcell.—On June 24, 1955, Muriel Elizabeth Purcell, M.B., Ch.B., of 42, 
Beaudesert Road, Birmingham, 


Skeen.—On July 27, 1955, Donald Trench Skeen, M.B., Ch.B., late of 
Didcot, Berks, and Malayan Medical Service. 
Tallent.—On July 18, 1955, John Henry Tallent, M.B., B.C., of Pond 


House, Upton Grey, Basingstoke, Hants, formerly of Chislehurst, Kent, 
aged 83. 
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Any Questions ? 





We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Isolation and Quarantine for Mumps 


Q.—What isolation period should be observed in a case 
of mumps, and should contacts be excluded from school ? 


A.—The opinion of medical authorities has moved con- 
sistently in the direction of relaxing exclusion from school, 
more especially with the common or “ inevitable infections,” 
of which mumps is one. The ideal age at which to have 
the “ inevitable infections ” is between 5 and 15 years. After 
puberty the complication rate of orchitis in mumps is usually 
10% ; before puberty it is negligible. Also, in mumps 
there are a large number of “ inapparent infections,” which 
explains why the disease spreads less than might be 
expected. 

Virologists confirm the view that mumps is not infectious 
in the first fortnight of the incubation period and that only 
a short period of isolation is necessary. Nowadays contacts 
are not excluded from school but submitted to surveillance. 
The Ministry of Health suggests exclusion of patients for 
14 days from the onset of disease or 7 days from the sub- 
sidence of all swelling, while the 12th edition (1954) of 
the Medical Officers of Schools Association’s Handbook 
recommends isolation of the patient with mumps during the 
communicable period, which is probably from “24 hours 
before the appearance of the swelling until the subsidence of 
the swelling of the last gland to be affected.” Exposed sus- 
ceptibles should be regularly inspected for initial symptoms 
from the 10th to 28th day from the date of exposure. 


Protecting the Hands of Garage Workers 


Q.—What is the best way of protecting the hands of those 
working in garages against the oil and grease they 
encounter? The inability to clean the hands properly 
causes much embarrassment socially. Gloves are not an 
acceptable solution. 


A.—Before work it is advisable to use a barrier substance 
which not only enhances the normal protective effect of the 
squamous epithelium but renders easier the subsequent 
removal of dirt and grease. A useful cream for those 
handling mineral oils normally used in garages consists of 
a mixture of kaolin, bentonite, hard soap, glycerin, and 
stearic acid; this is the equivalent of the oil and solvent 
barrier cream recommended by the Barrier Substances Sub- 
committee of the Codex Revision Committee. (The pro- 
visional formula for the latter (see Journal, October 30, 
1954, p. 1044), in parts by weight, was given as follows: 
kaolin (sterilized) 20, bentonite 3, hard soap (powdered) 
12, glycerin 6, stearic acid 2, sodium chloride 1, chlorocresoi 
0.2, phenol 0.5, distilled water to 100.) If the work is par- 
ticularly dirty it may be necessary to make further 
applications of the cream one or more times during the 
shift. 

After work it is essential to provide adequate washing 
facilities. This entails the provision of a plentiful supply 
of hot water, nail brushes, non-irritant neutral soap, and 
clean towels. The use of soap alone is not usually sufficient 
to remove all stains from the hands, and under these circum- 
stances some form of pre-cleanser is necessary. The 
following prep&rations, all of which are relatively safe and 
non-irritant, can be recommended: rape oil; neutral 
sulphonated castor oil with 1-2% wetting agent, with or 
without 1-2% trisodium phosphate; or a mixture of fine 


— 


wood flour and powdered soap. Other things being equal, 


es 


the cleanser of choice is usually that which is most accept- 
able to the worker in accordance with his own individual 
needs. Excessive use of nail brushes should be avoided 
as this may result in abrasion of the skin, which in itself 
predisposes to subsequent dermatitis. 

Finally, it is essential to see that all soiled clothing is 
removed before going home at the end of the day's work. 


Varicose Veins 


Q.—Could you kindly let me know if any notable 
advances have been made in the prevention and treatment 
of varicose veins? Are large doses of vitamin B effective ? 


A,.—There have been two major advances in treatment of 
varices during recent years: injections have been very largely 
abandoned because they damage the valves in the impor- 
tant communicating veins ; and the stripping operation has 
been revived in an improved form and found to give more 
lasting results than the older procedures. There have been 
no striking advances in prevention, and there is no evidence 
that vitamin B; is of any assistance. 


Salt Requirement of Workers in Hot Environments 


Q.—What criteria should be adopted in deciding whether 
extra salt is necessary for factory operatives working in a 
hot and humid atmosphere (40 hours a week in a tempera- 
ture of 90° F. (72.8° C.) and humidity of 50)? If salt is 
recommended, how much should be given and are there any 
— in giving too much? The workers have plenty to 

rink. 


A.—The common effects of salt deficiency are lassitude, 
fatigue, tachycardia, irritability, headache, and loss of 
weight. In general the severity of the salt deficiency will 
be reflected in the severity of the signs and symptoms, but 
the more extreme effects, such as nausea and heat cramp, 
rarely occur. It is desirable that all people who work 
regularly in hot environments should have their dietary 
salt intake supplemented, whether or not they display signs 
of salt depletion. The amount of salt lost in sweat is 
extremely variable from person to person, but for those 
who are accustomed to work in hot environments addi- 
tional salt given at the rate of 1 g. per litre of sweat lost 
appears to be adequate, in most cases at least. In the 
environment quoted in the question, depending on the work 
performed, an average sweat loss in eight hours of 4-6 litres 
must be expected, so that it is desirable to have an addi- 
tional salt intake of about 5 g. daily over normal dietary 
intake. For newcomers to hot environments supplemen- 
tary salt at a rate of 2 g. per litre of sweat lost is advisable 
for the first week of work. There is no reason for giving 
additional sak greatly in excess of these values, but if it is 
given in excess there is no danger involved. 


The Athletic Girl 


Q.—The view is often expressed that girls who are par- 
ticularly good at school games are in later life good for 
very little else—that they are gauche, unduly self-conscious, 
and have difficulty in finding satisfactory partners in mar- 
riage. I am interested to know whether there is any factual 
basis for this opinion. 

A.—The problem posed here suggests some confusion 
between cause and effect. While it is true that some women 
who are outstanding at athletics lack those physical and 
mental features which are most attractive to the opposite 
sex—that they tend to be aggressive rather than submissive ; 
that they may have weak heterosexual impulses ; that they 
sometimes remain unmarried, or, if they marry, prove 
inefficient at reproductive function—there is no evidence 
that it is the playing of games which deprives them of 
femininity and of the ability to fulfil the normal woman’s 
role in life. On the contrary, there is reason to believe that 
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such individuals owe their athletic prowess to the fact that 
they are constitutionally less feminine if not definitely 
masculine in type. 

Clinical impressions may also suggest that some 
individuals (either male or femaie), while showing well- 
differentiated physical sex characters, may if they become 
obsessed with games (or with any other pursuit) have little 
energy or interest left for sex. Here, again, it is doubtful 
which is the cause and which the effect, or whether the two 
features are merely parallel manifestations of a person’s 
make-up. ee ; : 

In fact, however, it is not difficult to find among athletic 
friends and acquaintances, or among those girls and women 
who enjoy, or have enjoyed, an international reputation for 
skill at various types of games, many who have all the 
feminine graces and who are happily married and mothers 
of children. And this is probably true of the majority of 
average to good players. Nor do I know of any evidence 
to suggest that athletics should be discouraged amongst 
adolescent girls lest they become maladjusted to life. Such 
pursuits, indeed, do much by way of the social contacts 
they encourage, and by teaching behaviour in the face of 
poth success and adversity, to help girls to adjust them- 
selves to life in general. 


Prognosis in Schizophrenia 


Q.—What is the prognosis in schizophrenia? Is com- 
plete and permanent recovery ever obtained, either spon- 
taneously or as a result of treatment ? 


A.—Very roughly about one-third of patients with schizo- 
phrenia hospitalized in the first year of the illness make a 
fairly complete recovery, one-third get a bit better and are 
able to return to outside life but remain damaged personali- 
ties, and one-third have to remain in hospital indefinitely. 
These figures, which might be regarded as on the optimistic 
side in the pre-treatment era, would now be regarded as 
conservative ; a very great deal depends on what treatment 
is given and how soon in the course of the illness, and on 
the personality and background of the patient, etc. 

Complete and permanent recovery is reported, both 
spontaneously and as the result of treatment, but it is diffi- 
cult to be certain about it. Relapse, after an interim in 
which the patient has been apparently perfectly well and 
has shown no sign whatever of past mental illness, may 
occur in advanced age and as late as forty years after the 
original illness. 

Further data about the prognosis in schizophrenia will be 
found in the textbooks. 


Secondary Amenorrhoea 


Q.—A young woman menstruated regularly until she was 
21, when, for no apparent reason, menstruation ceased and 
has been absent for three years. She is now married and 
is anxious to have a family. At an endometrial biopsy no 
endometrium could be recovered. A radiograph of the 
pituitary fossa showed nothing abnormal, and, in fact, except 
for the amenorrhoea, she seems a perfectly normal and 
healthy woman. What treatment is advised, and what is 
the prognosis so far as pregnancy is concerned ? 


A.—A diagnosis cannot be made without further inform- 
ation. Has general disease such as pulmonary tuberculosis 
and diabetes mellitus been excluded ? Is there any evidence 
of a small arrhenoblastoma in the ovary which can some- 
times produce amenorrhoea without having any other 
obvious virilizing effects ? Has the patient any menopausal 
symptoms and an increased excretion of gonadotrophins in 
the urine—features suggesting a primary ovarian failure ? 
Has there been an increase or loss of weight? How old 
was the patient when she started to menstruate, and did the 
amenorrhoea occur suddenly or gradually; was it asso- 
ciated with any nervous shock or change in environment ? 

If every possible organic cause of amenorrhoea has been 
excluded the underlying trouble is likely to be psychological, 
environmental, or dietetic, or combinations of these. In 


psychogenic amenorrhoea all manner of possible factors 
can operate and their elucidation can be difficult. Both 
prognosis and treatment depend on determining the cause 
of the amenorrhoea. 


Best Type of Malaria for G.P.I. 


Q.—Does it matter what variety of malaria parasite is 
used for the treatment of G.P.1.? 

A.—The parasite of benign tertian malaria (Plasmodium 
vivax) is that most frequently used for malaria therapy, 
because it produces a regular series of high peaks of fever 
without danger to life, and the infection is easily and rapidly 
controlled by antimalarial drugs. The other species are used 
only when the patient is immune or partially immune to 
vivax. The fever produced by P. falciparum is less regular 
and less easily controlled, and the infection if left too long 
untreated may lead to a fatal result. It should be em- 
ployed only when the medical and nursing staff are thor- 
oughly conversant with the course of the infection and with 
the measures appropriate for emergency treatment. P. 
malariae, the quartan parasite, results in an infection with 
an incubation period of uncertain length, which is apt to 
recur at long intervals after the primary attack. P. ovale 
is less: suitable than the other three species because of 
the frequency of spontaneous recovery after an insufficient 
number of fever peaks. 


Contraception after Artificial Menopause 


Q.—After induction of the menopause by x rays, for how 
long is it necessary to use contraceptive measures if preg- 
nancy is to be avoided? 


A.—In the dosage ordinarily used for inducing the meno- 
pause, deep x-ray therapy is never certain in its effect. In 
women below the age of 40 years, amenorrhoea often only 
lasts one or two years. Moreover, such women can con- 
ceive before the periods reappear. In older women who 
are nearing the natural menopause the effect is more likely 
to be permanent. Although the chances of pregnancy may 
be small after x-ray therapy, the only safe advice is to 
continue contraception for two years beyond the age when 
the menopause would be ordinarily expected—say until the 
age of 52 years. In individual cases, however, some guide 
may be obtained by periodic examination for evidence of 
atrophy of the vulva, vagina, and uterus. 


Mixing T.A.B. and Tetanus Toxoid 


Q.—Is it permissible to give tetanus immunization (toxoid) 
together with T.A.B. vaccine in the same syringe, to save a 
double injection, when immunizing patients for the Tropics ? 


A.—Specially prepared T.A.B.T. (tetanus toxoid and 
typhoid-paratyphoid vaccine) is available commercially in 
sets containing the full dose of toxoid and appropriate mix- 
tures of enteric bacilli for first and second injections. The 
usual dose of each strength is 1 ml. 

It is not advised that, when these prophylactics have been 
packed separately, they should be mixed together in the same 
syringe by the user. Apart from certain difficulties in 
maintaining adequate sterility, the final volumes to be 
injected would be. unnecessarily Jarge. 


Psychological Effects of Mother’s Death at Birth 


Q.—Is there any evidence that its mother’s death at its 
birth puts a child in later life at a psychological disadvant- 
age, even though the child may in other respects have a 
normal upbringing ? 

A.—Every young child needs to have a warm and per- 
sonal relationship to a mother-figure, and this need is 
greatest in the first year of life. When such a mother-figure 
is missing as in the institutional child or when the relation- 
ship is disturbed as in the rejected child, neurotic behaviour 
problems are likely as an immediate sequel. For this there 
is reliable evidence. Rather less certain is the relationship 
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of such trauma to the neurotic and psychopathic reactions 
of later life, though the evidence is compelling. 

Though the mother herself is: the usual mother-figure 
she is not invariably the best one, as the clinical finding of 
maternal rejection shows. It is common experience that 
adopted children frequently grow up secure and happy, 
especially when adopted within a few weeks of birth. The 
same applies to those in the care of “nannies” and 
“ grannies,” who may provide the necessary relationship. 
The phrasing of this question suggests that a mother sub- 
stitute is available and that she is fond of the child and 
able to give adequate time to it. Provided that there are 
no complications to the situation—such as paternal rejec- 
tion by a father who blames the child for the mother’s 
death—the child should grow up quite normally. 


An Unusual Vaginal Discharge 


Q.—A single girl, aged 19, virgo intacta, has had peculiar 
losses over the last year or 50. They appear to alternate 
with normal periods and consist of a slight dark greenish- 
brown discharge, not unlike meconium or melaena, lasting 
for a day or two. The quantity is much less than a normal 
period, but necessitates wearing a sanitary towel. There 
appears to be no other abnormality and her general health 
is good. What is the probable explanation and treatment ? 

A.—The description suggests that the discharge contains 
blood or altered blood, and, since it is cyclical, it is prob- 
ably a scanty menstrual period. In the absence of other 
symptoms it is probably of little significance, representing 
merely an occasional variant from the more usual flow. If 
accurate records are kept it will probably be found that it 
does not occur exactly every two months, but rather more 
irregularly. It is possible, but this is entirely supposition, 
that the occasional difference in character of the periods 
may depend on whether they are ovular or anovular. 

Unless other symptoms or signs develop no treatment 
appears to be indicated, nor is any special investigation 
called for. The patient might be kept under observation 
in the expectation that as she gets older the menstrual func- 
tion will become more regular of its own accord. 

The above comment is based on the assumption that the 
discharge replaces a normal period. If this interpretation 
is incorrect and the discharge occurs midway between nor- 
mally ‘spaced periods, then it is to be regarded as a 
manifestation of ovulation, again without pathological 


significance. 


Age and Dosage of Dexamphetamine 

Q.—What allowance for age should be made in the dosage 
of dexamphetamine sulphate ? 

A.—The usual dose of dexamphetamine is 5 to 15 mg. 
daily, that is, one-half that of amphetamine. It does not 
appear to be necessary to make allowance for age in adults. 
Thus, Arnott and Harris’ found no ill-effects from amphet- 
amine in a group of females with an average age of 78 
years who received a dose of 10 to 20 mg. a day. In 
children the dose used will depend upon the nature of the 
condition under treatment. For obesity about half the adult 
dose would be suitable. Mossberg and Frisk,’ in a series 
of 167 cases of obesity ranging in age from 7 to 15 years, 
used doses of 2.5 mg. of dexamphetamine three times daily 
before the main meals. Side-effects were no more frequent 
than in the control group which received a placebo. 

In behaviour disturbances, nocturnal enuresis, and 
epilepsy very high doses of these substances are tolerated, 
so that a child under the age of 5 may require 20 mg. of 
amphetamine a day. However, in treating any condition it 
is wise to start with a small dose—for example, 2.5 mg.— 
of dexamphetamine, since undue sensitivity can occur in 
both children and adults. 
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.can often be made within 24 hours of exposure, 


Statements fo the Police 


Q.—From time to time a doctor in the course of his prac- 
tice is involved in cases of assault, attempted suicide, and 
other legal offences. If asked by the police to write q State- 
ment, what are his legal obligations ? 


A.—There is no statutory obligation which requires a 
doctor to write a statement when asked to do so by the 
police in the course of their inquiries. If the person about 
whom the police want information is a patient of the doctor 
then the British Medical Association’s recent declaration on 
professional secrecy is relevant. This is set out in the 
Association's Year Book, and is as follows: “It is a prac- 
tioner’s obligation to observe strictly the rule of professional 
secrecy by refraining from disclosing voluntarily without 
the consent of the patient (save with statutory sanction) to 
any third party information which he has learnt in his pro- 
fessional relationship with the patient.” 


Advice after Exposure to V.D. 


Q.—Patients sometimes consult me after having had inter- 
course with a prostitute the previous night without a 
condom. What is the best advice or treatment to give? 


A.—Bacteriological diagnosis of a gonococcal infection 
The 
patient should refrain from passing urine for at least four 
hours before examination, when the walls of the fossa 
navicularis are gently scraped with a platinum loop inserted 
into the meatus. The results of the scraping are then spread 
on a slide, fixed in a flame, and stained by Gram’s method, 
When infection has occurred, an occasional pus cell will 
usually be seen amid the muco-epithelial debris, in one 
or more of which typical gonococci may be seen. In 
negative cases the patients should be supplied with a slide 
and instructed to collect for examination any secretion that 
can be expressed from the urethra before his first morning 
micturition. 

Treatment of a hypothetical infection with ‘penicillin is 
hardly ever justified, and may cause both patient and doctor 
a lot of trouble later. There is no evidence that gonorrhoea, 
or for that matter syphilis, is more easily cured during the 
incubation period than in the early clinical stages, and it 
should also be remembered that non-gonococcal urethritis 
in men is now nearly as common as gonorrhvea and that it 
hardly every responds to penicillin. “Wait and see” is 
the best advice. 


NOTES AND COMMENTS 


Spectacles in the Theatre and in Ophtha!moscopy.—Mr. A. M. 
McMaster, F.R.C.S.Ed. (Rochdale), writes: The answer to this 
question (“ Any Questions ?” July 9, p. 154) does not mention 
plastic lenses. As one who has worn glasses since childhood, I 
have found toric bifocal lenses of this type, in the modern light 
metal frame with the lenses rimless, a complete answer to the 
problem of “ steaming up” with any type of mask. I used anti- 
vapour substances for many years with glass lenses (even that 
supplied with the wartime gas mask), but found that condensa- 
tion occurred in droplets during long operations, which was just 


as annoying as “ steaming up.”’ Plastic lenses scratch easily when ~ 


cleaned with a linen handkerchief, so form an excuse for the 
use of silk handkerchiefs. 
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